A. M. A. 


ARCHIVES OF 


EDITORIAL BOARD 


PAUL A. O'LEARY, Chief Editor 
102 Second Avenue S. W., Rochester, Minn, 
HERBERT RATTNER, Associate Editor, Chicago 
SLSON PAUL ANDERSON, Los Angeles GEORGE M. LEWIS, New York 
H. Eb. MICHELSON, Minneapolis \. €. CIPOLLARO, New York 


J. LAMAR CALLAWAY, Durham, N. C. 


JANUARY 1953 


VOLUME 67 NUMBER ¢ 


Published Monthly by 


AMERICAN MEDICAL ASSOCIATION 


$38 NORTH DEARBORN STREET @ CHICAGO 10, ILLINOIS 


Entered as Second Class Matter Oct 


cago, Under the Act of March 3, 1879 


| TABLE OF CONTENTS FIRST PAGE | 


$ 
: 
can 
7 
a 
at the Wostotfice at Cl 


A UNIT FOR EVERY 
DERMATOLOGICAL REQUIREMENT 
BUCKY Therapy Apparatus 


Completely mobile units Wall-mounted units, tube 
| ... No installation needed holder arms and controls 


installed according 
your specifications. 
' Takes up no floor space. © 
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THERAPY APPARATUS 


One unit provides all three: 
X-ray, Contact and Grenz Ray Therapy 


Complete step-less radiation range 
(5-80 KV.) for skin therapy. 


Three Units for the price of one Model G-3W 
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two basic 
dermatologic 
preparations... 


liquor carbonis detergens 


a superior agent for any coal tar therapy... 


improved agent for time-tested coal tar therapy 
™ clears or greatly improves lesions even in refractory cases 
™@ effective with or without ultra-violet irradiation 


% application simple — applied undiluted with one-inch paint brush 
or as an ointment or lotion 


@ avoid unpleasant odors and tackiness of crude coal tar 


WRIGHT'S LIQUOR CARBONIS DETERGENS is available in 3-oz., 8-oz. and 16-oz. bottles. 


it's easy to write extemporaneous dermatologic 


prescriptions with » oO LY R B 


Write your Kfor any 
\ a medication with POLYSORB Fougera 
versatile ointment vehicle 


carbons = complete: nothing to add but your 
G 5 medication 
compatible with all commonly used 


apevtic dermatologic agents 


\ This is wessentially nonirritating, nonsensitizing, neutral pH 
jations - 
: \ wa a water-miscible: readily washes off skin 
and hair 
complete literature m cosmetically elegant: colorless, odorless, optimal “sheen” and “‘slip 


and clink! supplies. 
u stable: does not dry out or turn rancid 


POLYSORB Fougera is available in 100 Gm. and | Ib. jars; also in 5 Ib. and 25 Ib. bulk containers. 


Sorbitan sesquioleate in balanced wax petrolatum mixture. 


E. FOUGERA & CO.), INC. 15 stot. Now York 13. 
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more and more dermatologists 
are recommending 


*Trade-mark 


Oilatum® Soap’s rapid acceptance by the Medical Profession is 
the direct result of its outstanding advantages: 
* Effectively helps prevent skin damage 
© Superoiled (not superfatted) to minimize “drying” 
Rich, pleasant, oil-laden lather, even in hard water 
Fine for infant care 


e 
e 
* Convenient cake form 
e 


Available scented or unscented 


Oilatum® Soap is one of over thirty specialized ethical STIEFEL 
Soap products. 


Send for literature reprints and clinical trial supply. 


STIEFEL Medicinal Soaps - Oak Hill, N.Y. us.a. 


Now in our (04th year of service to the Medical Profession. 
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plant 


with ample capacity to produce x-ray 
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equipment for both military and civilian use 


The main plant of the Professional Equipment Co. at Maywood, 
Ill., houses the x-ray industry’s newest and most efficient 
production facilities. Here skilled craftsmen fabricate and 
assemble the tables, tube stands, control units, powerheads and 
other PROFEXRAY components. 


Proven capacity for dependable, volume production largely 
determined the award of contracts to PROFEXRAY for making the 
U.S. Military X-ray Unit. The same production skills continue to 
provide finer, more efficient x-ray equipment for civilian use. . . 
priced far below the expected cost. 


PROFESSIONAL EQUIPMENT COMPANY 
Maywood, I/linois 


rofexray 


... pace-making design 


... at down-to-earth cost 


Model TX-2 SUP RFICIAL THERAPY X-RAY UNIT 


F.O.B. Maywood, Ill. 


including foot ramp, 
one cone and one filter 
Optional Accessory: Contro/ Booth $165 
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totally 


and improved 
in every 


for cleansing the som skin 


N@W rich, instant, abundant lather and excellent ea 
cleansing efficiency. 


NCW stays firm to last bit, never crumbles, because 
of new hard-milling compression process. 


N@W economy —-LOWILA costs less than any other 
soap substitute for personal use. 


super-mild, soapless—an ideal cleanser when the _ 
skin cannot tolerate soap in diaper rash — 
seborrheic dermatoses © industrial dermatitis 
housewives’ and infants’ eczema e acne vulgaris 


excellent for physicians, dentists and others who 
wash hands frequently. 


send for samples WESTWOOD PHARMACEUTICALS 


and try this new LOWILA cake division of Foster-Milburn Co., c 
468 Dewitt St., Buffalo 13, N.Y. 


When writing for LOWILA samples, please address Dept. D 
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Doctor, have you tried 


this prescription?’ . . 


We realize that countless times your patients 
ask you about the cosmetics they should use. 
If you are not already familiar with Beauty 
Counselor products, we would like you to 
know about them. 


There are several other fine, hypo-allergenic 
skin care and make-up preparations on the 
market today, but Beauty Counselors is the 
only company offering a complete ‘“Try- 
Before-You-Buy”’ service that assures our 
clients they are getting the most effective 

IT’S TRIAL AND ” ERROR WITH 


Grosse Pointe, Michigan + London, England * Windsor, Canada 


make-up and the correct creams and lotions 
for their particular types of skin. 


Let us send you our confidential formulas so 
you may be the judge of their purity and 
efficacy. Better still, let us also send a trained 
Beauty Counselor to demonstrate our prod- 
ucts to your wife in the privacy of her own 
home. There is no obligation for this service, 
of course. 


Just mail the coupon below. 


BEAUTY COUNSELORS, INC. 
Grosse Pointe, Michigan 
(1) Please send me your qualitative formulas 


(J Arrange to give my wife a demonstration 
of your products at no obligation. 


Dr. 
Office Address 
Home Address 


City Zone State 
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When patient has history of cosmetic sensitivity, or when cosmetics may 
reasonably be suspected as a contributing if not the etiological factor in 
your patient’s symptoms of allergy, we suggest: 


1) Primary tests with those of our 
products your patient is using or 
contemplates using, to eliminate 
products to which there is no 
demonstrable reaction. (We sug- 
gest patch testing because it simu- 
lates normal conditions of use. 
The inside of forearm is good 
field for these tests.) 


2) Secondary tests with constitu- 
ents of products causing reaction, 
to trace offending agents. (In spe- 
cific cases, on written request, we 
supply testing materials, gratis.) 


3) Modification of formulae, when 
possible, to eliminate ingredients 
to which patient demonstrated a 
sensitivity. (We extend this serv- 
ice to our patrons without extra 
charge.) 


4) Final check tests with modified 
formulae to make certain there is 
no reaction. 


a 
Preparations by Luzier are regularly available in an unscented variation. 
They do not contain orris root or rice starch. Any of their normally harmless 
constituents, however, is potentially allergenic, for which reason we suggest 
testing, when practicable. Fees for such tests are patient’s responsibility. 


LUZIER’S, INC., MAKERS OF FINE COSMETICS . » KANSAS CITY 3, MO. 
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Many a doctor has been 

puzzled to learn that we put fwo 

milliammeters in every Picker “Zephyr” 

control instead of the usual one. Puzzled, 

that is, until he realizes what could happen if 

a single meter were to fail when he is depending on milli- 

am pere reading for dosage control. \n the Zephyr’, a separate 
meter on each side of the ma circuit rules out that possibility. 


It’s the same right down the line at every point, in every 
Zephyr unit. Not only in extra safeguards (you can’t, 
for example, start treatment unless the filter you 
want is in the beam) ... but in the extra precision of A | 
its controls... in extra ease of manipulation... and 
in the extra positioning flexibility which so drastic- | 
ally reduces patient “‘setting-up’’ time. 


There is a Picker “Zephyr” for any technic you may 
wish to use in superficial or intermediate x-ray therapy. 
And one for every therapy work load . . . occasional, inter- 
mittent, or continuous heavy-duty. Picker X-ray Corp., 
25 So. Broadway, White Plains, N. Y. 


Zephyr “60” with end-grounded, 
end-fire beryllium window x-ray tube 
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FOR YOUR Rx ONLY—This simple yet notably 
effective new treatment for seborrheic derma- 
titis of the scalp is SELSUN Sulfide Suspension. 
With SELSUN, a six-week treatment will usually 
restore the scalp to a healthy, scurf-free condi- 
tion; then applications at intervals of one to 
four weeks will control both scaling and itch- 
ing for most patients. Applied while washing 
the hair, then rinsed out. Leaves scalp clean 
and odorless, won't stain clothing or linens. 
CLINICAL TRIALS! with 400 patients showed 
SELSUN to be effective in 81 to 87 percent of 
all cases of seborrheic dermatitis of the scalp, 
and in 92 to 95 percent of cases of common 
dandruff. Itching and burning usually stopped 
after the first two or three applications. Many 
of the cases had failed to respond to other 
methods of treatment. 

TOXICITY STUDIES':? showed SELSUN had no ill 
effects when used externally as recommended. 
An ethically promoted product, SELSUN is dis- 
pensed only on the prescription of a physician. 


At pharmacies in 4-fluidounce 
bottles, with tear-off labels. Obbott 


SELSUN 


TRADE MARK 


SULFIDE 


(SELENIUM SULFIDE, ABBOTT) 


NOTE: Federal law prohibits dispensing without 

prescripsion. 

1. Slinger, W. N., and Hubbard, D. M. (1951), Arch. 
Dermat. & Syph., 64:41, July. 

2. Slepyan, A. H. (1952), Thid., 65:228, February. 

3. Ruch, D. M. (1951), Communication to Abbott Lab- 
oratores 1.59 
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HAIR LOSS FROM SEBUM 


PETER FLESCH, M.D., Ph.D. 
PHILADELPHIA 


N PREVIOUS publications my colleagues and I have described a group of 

unsaturated compounds which cause temporary loss of hair in laboratory animals, 
with disappearance of the hair shafts and of most of the follicles, marked acanthosis, 
and anomalies in keratinization. The new depilatory compounds included the syn- 
thetic dimers (intermediary polymers) of chloroprene,' allyl laurate, allyl benzoate, 
allyl diphenyl acetate, and the naturally occurring vitamin A* and squalene.* With 
the exception of vitamin A, all these substances inhibited the free sulfhydryl groups 
of tissue proteins. We ascribed the depilatory effect to the -C=C- groups in the 
molecules which combine with free sulfhydryl groups. Two types of representatives 
of these compounds, namely the chloroprene dimers * and vitamin .\* previously 
have been shown to cause loss of hair in human subjects as well. 

From the Department of Dermatology and Syphilology, University of Pennsylvania (Donald 
M. Pillsbury, M.D., Director). This investigation has been made under a Damon Runyon 
Senior Clinical Fellowship of the American Cancer Society, Inc., and with the assistance of a 
grant from the Committee on Research, Council on Pharmacy and Chemistry, American Medi- 
cal Association. Part of this essay was awarded Honorable Mention in the Second Annual 
Essay Contest of the American Dermatological Association. 

1. (a) Flesch, P., and Goldstone, S. Bo: Depilatory Action of Intermediary Polymers of 
Chloroprene, Science 113:126 (Feb.) 1951; (hb) Local Depilatory Action of Unsaturated 
Compounds: Effect of Human Sebum on Hair Growth, J. Invest. Dermat. 18:267 (March) 
1952. 

2. Flesch, P., and Hunt, M.: Local Depilatory Action of Some Unsaturated Compounds, 
A. M. A. Arch. Dermat. & Syph. 65:261 (March) 1952. 

3. Flesch, P.: Hair Loss from Squalene, Proc. Soc. Exper. Biol. & Med. 76:801 (April) 
1951. 

4. Schwartz, L..: Skin Hazards in Manufacture and Processing of Synthetic Rubber, J. A. 
M. A. 127:389 (Feb. 17) 1945. Ritter, W. L., and Carter, A. S.: Hair Loss in Neoprene 
Manufacture, J. Indust. Hyg. & Toxicol. 30:192 (May) 1948. Nystrom, A. E.: Health Hazards 
in Chloroprene Rubber Industry and Their Prevention, Acta med. seandinav. Supp. 219, 194% 
Roubal, J., cited by Nystrom, p. 63. 

5. (a) Josephs, H. W.: Hypervitaminosis A and Carotenemia, Am. J. Dis. Child. 67:33 
(Jan.) 1944. (b) Toomey, J. A., and Morissette, R. A.: Hypervitaminosis A, ibid. 73:473 
(April) 1947. (c) Dickey, B., and Bradley, FE. J.:  Hypervitaminosis A.: Case Report, 
Stanford M. Bull. 6:345 (May) 1948. (d@) Rothman, P. and Leon, Hypervitaminosis 
A: Report of Two Cases in Infants, Radiology 51:368 (Sept.) 1948. (e) Fried, C. T., and 
Grand, M. J. H.: Hypervitaminosis A, Am. J. Dis. Child. 79:475 (March) 1950. (f) Wyatt, 
T. C.; Carabello, C. A., and Fletcher, M. E.: Hypervitaminosis A: Report of Case, J. A. M. A. 
144: 304 (Sept. 23) 1950. (g)Sulzberger, M. B., and Lazar, M. P.: Hypervitaminosis A, ibid. 
146:788 (June 30) 1951. (h) Naz, J. F., and Edwards, W. M.: Hypervitaminosis A: Case 
Report, New England J. Med. 246:87 (Jan. 17) 1952. 
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Among these compounds squalene occupies a special position, Squalene, an 
unsaturated hydrocarbon, is a nermal component of human sebum." Therefore 
the possibility was considered that human sebum itself may influence hair growth. 
This assumption was supported when it was found that human sebum (fat obtained 
by ether extraction of hair collected in barber shops) caused complete local depila- 
tion in rabbits and in mice after a single application.’ In vitro, human sebum, like 
the other depilatory agents, inhibited sulfhydryl compounds and the sulfhydryl 
enzyme, succinic dehydrogenase.'? 

However, certain observations remained unexplained. In the first place, even 
repeated applications of squalene failed to produce baldness in mice, while a single 
local treatment with human sebum gave rise to loss of hair in a high percentage 
of these animals. Possibly even of greater importance was our finding that the 
sulfhydryl-inhibitory potency of human sebum was several hundred times greater 
than could be accounted for on the basis of its reported squalene content. 


Summarisation of in Studies 


Rabbits Guinea Pigs Mice 
Experi Amounts Experi Amounts Experi- Amounts 


ments, Used, ments, Used, ments, Used, 
Substance Tested No. Ml No MI Mo. MI 


Human “sebum” (hair fat) ltod 23 O1 to O03 


Unsaponiflable fraction .. 
Saponiflable fraction (total fatty : 
Oleie acid U.S.P,. (Mercek).......... lto: 12 
Aerated oleie acid t....... 2 
Linoleic acid (Eimer and Amend) ; i lto2 TD 


_ * Two types of squalene were used: (1) “technical grade” from Distillation Produets Industries, Rochester, 
N. Y.; (2) a highly purified preparation, obtained through eourtesy of Alimentation Equilibrée, Commentry 


(Allier), France 
+ Oleic acid was aerated at a slow rate for one week at room temperature. The purpose of this experi- 
ment Was to test whether or not formation of peroxides under aeration enhanced the depilatory power of 


this compound 


Therefore we concluded that the depilatory action of human sebum could not 
he due solely or even chiefly to its squalene content. In addition to squalene, sebum 
appeared to contain other, more potent, depilatory compounds. 


The present report discusses the identification of some of the depilatory com- 


pounds of human sebum. [experiments were carried out to test various fractions 


and components of human sebum for their depilatory effect upon laboratory animals 
and for their sulfhydryl-inhibitory activity in tissues. 


MATERIAL AND METHOD OF STUDY 


Vivo Studies with Hfuman Sebum and its Components.—“Sebum” was obtained by 
extracting with ether hair collected in barber shops, filtering the extract, and evaporating the 
ether. The hair was derived from male adults and from children and was separated into pre- 
pubertal and postpubertal samples. In a few experiments acetone or chloroform was used to 


6. Sobel, H.: Squalene in Sebum and Sebum-Like Materials, J. Invest. Dermat. 13:333 


(Dec.) 1949. McKenna, R. M. B.; Wheatley, V. R., and Wormall, A.: Composition of 
Surface Skin Fat (Sebum) from Human Forearm, ibid. 15:33 (July) 19590. 


7. Flesch and Goldstone!” Flesch and Hunt.2 
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FLESCH—HAIR LOSS FROM SEBUM 


extract hair. Fractionation of the sebum into saponifiable (total fatty acids) and unsaponitiable 
parts was performed by the method of the Society of Public Analysts. 

Animal experiments were carried out by painting human sebum, its fractions, and the indi- 
vidual components on the skin of rabbits, guinea pigs, and mice. Animals of both sexes and all 
age groups were used. All substances tested were applied only once from pipettes. These 
substances then were rubbed with a glass rod into the skin directly in front of the ears tor 20 
seconds. To ensure its proper spreading and distribution, sebum was warmed to body temper 
ature. We had available for in vivo studies only small amounts of the fractions of sebum; 
therefore, in order to facilitate contact with the skin, the animals’ hair was clipped before appli- 
cation of these fractions. The in vivo studies are summarized in the accompanying table 

A control series of animals was treated with stearic acid (25 to 50% alcoholic solution), 
liquid petrolatum, and saturated ethereal solutions of hydrous wool fat 

Biopsy specimens were taken 10 days aiter treatment from the depilated and trom the control 
series. Routine histologic sections were prepared and stained with hematoxylin and eosin. 

2. In Vitro Studies —Free sulthydryl groups were determined in tissue homogenates and in 
glutathione after incubation with sebum and its derivatives. One-tenth milliliter of 10% aqueous 
mouse liver homogenate, 20% human epidermal homogenate,!” or 0.1 ml. of aqueous glutathione 
solutions (containing 40 to 60 gm. glutathione) was buffered with barbiturate buffer to pH 7.4. 
These mixtures were incubated with 0.1 ml. of 100% alcoholic suspensions of human sebum and 
of its fractions or with alcoholic solutions of oleic and linoleic acids. Squalene was used in 
ethereal solutions. The dilutions ranged from 1: 2 to 1: 500. Control tubes contained the solvents 
in place of sebum and its derivatives. The incubation was carried out at room temperature for 
20 minutes or in a water bath at 36 C for 10 minutes. At the end of this period the free sulf 
hydryl groups were determined with Bennett's reagent.” 

The activity of a sulfhydryl enzyme, succinic dehydrogenase, was measured with the method 
of Kun and Abood.!’ One millimeter of 10% aqueous mouse liver homogenate, mixed with 
barbiturate buffer of pH 7.4, was incubated with sebum and its derivatives in the same way as 
described above. Control tubes contained the solvents only. 

Since sebum obtained from hair collected in barber shops was invariably contaminated with 
extraneous material (hair lotions, ete.), it was used only for preliminary studies. Further in 
vitro experiments were carried out with purer samples of sebum, collected in the Kettering 
Laboratory of the University of Cincinnati.!!) The contents of individual sebaceous glands on 
the nose, chin and cheeks were expressed; the sebum was dried over CaCl under reduced 
pressure and sent to our laboratory in sealed tubes, marked only with numbers. The weights of 
these samples ranged from 1 to 4 mg. The sebum was dissolved in ether, quantitatively trans 
ferred to centrifuge tubes, and the solvent evaporated. The dried sebum was suspended in aleohol 
in a final concentration of 1:50 to 1: 100, and these suspensions were used for studies of sulf- 
hydryl inactivation and succinic dehydrogenase-inhibition. 


RESULTS 


Vivo Studies. single application of human sebum caused reversible 


> . 


loss of hair in all rabbits (Fig. 1) and in 10 of the 223 mice tested (Fig. 2). No hair 


loss was observed in guinea pigs. Crusting and thickening of the skin developed 


four to five days after treatment. The first signs of hair loss appeared on the seventh 
day after application. The hair was cast off in the form of tufts with adherent scales. 

8. Cocks, L. V.: Report of Sub-Committee on Determination of Unsaponifiable Matters 
in Oils and Fats and of Unsaponified Fat in Soaps to Standing Committee on Uniformity in 
Analytical Methods, Analyst 58:203 (April) 1933. 

9. Flesch, P., and Kun, E.: Colorimetric Method for Determination of Sulfhydryl Groups 
in Tissue Homogenates by 1-(4-Chloromercuriphenylazo )-Naphthol-2, Proc. Soc. Exper. Biol 
& Med. 74:249 (June) 1950. 

10. Kun, and Abood, G.: Colorimetric Estimation of Suecinic Dehydrogenase by 
Triphenyltetrazolium Chloride, Science 10:144 (Feb.) 1949, 


1}. Dr. Raymond R. Suskind collected and prepared the samples of pure sebum. 
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The underlying skin emerged smooth and completely hairless. Regrowth of hair 
began a week later, and within a few weeks the fur had resumed its normal 
appearance. 

Both the unsaponifiable and the saponifiable fractions caused loss of hair in all 
rabbits tested. The sequence of events closely resembled that observed with whole 
sebum. 

Oleic and linoleic acids were very potent depilatory agents in all species tested. 
No appreciable difference could be observed between the depilatory potencies of 
aerated and nonaerated oleic acids. Both unsaturated acids had a marked irritating 
effect on the animal skin, causing crusting, ulceration, and thickening. However, all 
these changes were reversible. The depilatory action of squalene has been described 
previously.” The present work, utilizing the highly purified product of Alimentation 
Equilibrée, contirmed earlier results obtained with less pure (“technical grade”) 
preparations. 


Fig. 1.—Hlair loss in rabbit eight days after single application of human sebum, 


The histologic findings at the height of the hair loss were essentially the same in 
all animal species and with all the depilatory compounds tested. The most important 
changes were hyperkeratosis ; pronounced acanthosis, assuming at times the propor- 
tions of pseudoepitheliomatous hyperplasia; keratotic plugs in the follicles; hyper- 
plasia of the sebaceous glands, and disappearance of the hair shafts and of many 
of the hair follicles (lig. 3). All these changes were reversible. 

In the control series, hydrous wool fat, liquid petroleum, or stearic acid had no 
demonstrable effect on hair growth, even after repeated applications. The histologic 
features of the skin after such treatment were essentially those of normal skin. 

2. In Vitro Studies.—In vitro, sebum (both the hair fat and the purer mixtures 
obtained directly from the sebaceous glands), its fractions, and its unsaturated 


depilatory components inactivated sulfhydryl compounds and the sulfhydryl enzyme, 


succinic dehydrogenase. The percentage inactivation revealed a linear relationship 
when plotted on semilog paper against the amounts of sebum used (Figs. 4 and 5). 
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Fig. 3.—Rabbit skin 10 days after treatment with oleic acid; >< 80. Note keratotic plugs, 
excessive acanthosis, hyperplastic sebaceous glands, and absence of hair shafts. 
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Inactivation of sulfhydryl groups in mouse liver by human sebum. 
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Inhibition of succinic dehydrogenase activity of mouse liver by human sebum. 
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hig. 6.—Inactivation of sulfhydryl groups and succinic dehydrogenase in mouse liver by 


linoleie acid. Black dots, sulfhydryl groups per 1.0 mg. of tissue; white dots, succinic dehydro- 
genase per 100 my. of tissue. 
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The sulfhydryl-inhibitory concentrations of oleic and linoleic acids are plotted 
in igure 6. Samples of aerated and nonaerated oleic acids had identical sulfhydryl] 
inhibitory effects. 

Stearic acid, having a much higher melting point than any of the other com- 
pounds tested, precipitated in the aqueous reaction mixtures from its alcoholic solu- 
tions, and therefore its in vitro etfeet could not be evaluated. Liquid petrolatum 
and hydrous wool fat had no demonstrable effect on glutathione or suceimie dehy- 
drogenase even in 10% solutions. However, in these high concentrations, hydrous 


wool fat inactivated some of the sulfhydryl groups of liver homogenates. 


COMMENT 


From our experiments with sebum and its derivatives, the following two con- 
clusions may be drawn: 

1. Human sebum inhibits hair growth and influences keratinization in laboratory 
animals in some as vet unknown manner. Although the sebum used in our experi 
ments was contaminated with extraneous material, its three depilatory components, 
squalene and oleic and linoleic acids, were chemically pure and caused temporary 
baldness in the same way as sebum itself. In view of the fact that sebum contains 
a large number of other unsaturated fatty acids,'* it seems likely that there are still 
other depilatoery components in sebum, 

2. The depilatory ettect is related to the presence of ~C=C- groups in the 
depilatory compounds. Detailed evidence for this statement will be presented in a 
forthcoming publication. 

The theory that the depilatory action 1s due to interference with sulfhydryl 
groups still rests on indirect evidence. In this respect it Is noteworthy that evsteine 
previously has been shown to restore growth of hair in a strain of hairless rats, 


while cystine had no such etfect.'" In rats made bald from a lactoflavin-deticient diet 


hair growth was stinmalated with evsteine or glutathione."! 

The presence of peroxides apparently plays a minor role in the depilatory action 
of oleic acid, because aeration does not enhance the depilatory or sulfhydryl 
inactivating effectiveness of this compound." It is conceivable that commercial oleic 
acid contains sufficient peroxide to catalyze the reaction between the C=C- and 
sulfhydryl groups.'” 

Although the mechanism of the depilatory action of sebum and of its unsaturated 
derivatives is incompletely understood, a few general remarks on this type of bald- 
ness may be made even at this early stage. 

12. Weitkamp, A. W.; Smiljanic, A. M., and Rothman, S.: Free Fatty Acids of Human 
Hair, J. Am. Chem. Soc. 69:1936 (Aug.) 1947, 

13. Martin, G. J., and Gardner, R. E.: Trichogenic Action of Sulfhydryl Group in Hereditary 
Hypotrichosis of Rat, J. Biol. Chem. 111:193 (Sept.) 1935. 

14. Itter, S.; Orent, E.R. and MeCollum, I. V.: Possible Role of Sulfhydryl Group in 
Vitamin Bz Deficiency, J. Biol. Chem. 108:585 (Feb.) 1935, 

15. Bernabe, N. G.: Ricerche sostanze ad azione tricoblastica, Zentralbl. Bioeh. 
Biophys. 16:286 (leb.) 1913. Bernabei described the depilatory action of oleic acid in rabbits. 

16. Kharasch, M. S.; Reid, A. T., and Mayo, F. R.: Peroxide Effect in) Addition of 
Reagents to Unsaturated Compounds: NVI. Addition of Thioglycolic Acid to Styrene and 
Isobutylene, Chem. & Ind. Rev. 16:752 (Aug.) 1938 


7 
i: 
i 
4 


A. M. A. ARCHIVES OF DERMATOLOGY AND SYPHILOLOGY 


For the development of any kind of baldness, two conditions must be fulfilled: 
1. The hair must be shed. 2. No new hair must replace it. The unsaturated lipoid- 
soluble depilatory compounds all interfere with the formation of normal, new hair. 
This interferance is manifested by the thinning of the roots of the avulsed hairs 
(similar to that seen in alopecia areata and temporary x-ray epilation ), by the empty 
hair follicles, and by the amorphous keratinous masses which fill the seemingly still 
functioning follicles.” 

Are these findings applicable to human beings? Does sebum interfere with hair 
growth and influence keratinization also in man? If it were definitely shown that 
sebaceous secretion affects the most important metabolic function of the epidermis— 
namely, keratinization—then eventually we would be compelled to revise a number 
of our concepts in the pathology and therapy of cutaneous disorders. 

At present the question cannot be answered definitely. Supporters of such a 
theory may point to the following indirect evidence in its favor: 

1. Since chemically unrelated, unsaturated lipoid-soluble compounds (the chloro- 
prene dimers and vitamin A) cause loss of hair in man, it is logical to assume that 
other unrelated unsaturated compounds, such as occur in sebum, also interfere with 
hair growth. 

2. The in vitro effective sulfhydryl-inactivating concentrations of sebum are in 
the same range as the amounts encountered on the skin.!7 

3. Male sex hormones are essential for the development of common male bald- 
ness '*; they are also powerful stimulants of sebaceous secretion.!” 


Against the theory that sebum or its components interfere with hair growth in 
man, the objection may be raised that in clinical studies squalene, oleic acid, and 


linoleic acids had no depilatory effect. However, these experiments were conducted 
on a small scale and over relatively short periods. It is also conceivable that the lack 
of effectiveness of these compounds in human subjects is due to the longer hair cycle 
in man, as compared with animals. Since these compounds act on growing hair only, 
their effect on human scalp hair, which has a life span of several months to years,?° 

17. Butcher, E. O., and Parnell, J. P.: Sebaceous Secretion on Human Scalp, J. Invest. 
Dermat. 9:67 (Aug.) 1947; Distribution and Factors Influencing Amount of Sebum on Skin 
of Forehead, ibid. 10:31 (Jan.) 1948. Cruickshank, C. N. D.: Evaluation of Skin Cleansers 
and Protective Creams for Workmen Exposed to Mineral Oil, Brit. J. Indust. Med. 5:204 (Oct.) 
1948. Jones, K. K.; Spencer, M. C., and Sanchez, B. A.: Estimation of Rate of Secretion of 
Sebum in Man, J. Invest. Dermat. 17:213 (Oct.) 1951. In vitro 1 mg. of sebum caused a sig- 
nificant succinic dehydrogenase inactivation in 100 mg. tissue. In man, 0.06 to 0.2 mg. sebum 


may be obtained from 1 sq. em. skin area, This area corresponds to 3 to 7 mg. epidermal tissue.!» 


18. (a) Hamilton, J. B.: Male Hormone Stimulation is Prerequisite and Incitant in Common 
Baldness, Am. J. Anat. 71:451 (Nov.) 1942; (b) Patterned Loss of Hair in Man: Types and 
Incidence, Ann. New York Acad. Sc. 58:708 (March) 1951. 

19. Hamilton.28@ Rony, H. R., and Zakon, S. J.: Effect of Androgen on Sebaceous Glands 
of Human Skin, Arch. Dermat. & Syph. 48:601 (c>.) 1943. Hamilton, J. B.: Male Hormone 
Substance: Prime Factor in Acne, J. Clin. Endocrinol. 1:570 (July) 1941. Ebling, F. J.: 
Sebaceous Glands: Effect of Sex Hormones on Sebaceous Glands of Female Albino Rat, ibid. 
§:297 (June) 1948. Rothman, $.; Haskin, D., and Lasher, N.: Unpublished experiments. 

20. (a) Pinkus, F.: Die normale Anatomie der Haut, in Jadassohn, J.: Handbuch der 
Haut- und Geschlechtskrankheiten, Berlin, Julius Springer, 1927, Vol. 1. (b) Myers, R. J., 
and Hamilton, J. B.: Regeneration and Rate of Growth of Hairs in Man, Ann. New York Acad. 


Sc. 53:562 (March) 1951. 
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may not become noticeable except after prolonged exposure. This assumption 1s 
supported by a case of hypervitaminosis A in an adult, described by Sulzberger and 
Lazar.** In this patient the eyebrows and eyelashes, which are known to have a 
short life cycle,?"* had almost completely disappeared at a time when the hair on the 
scalp, though considerably thinned, was still present. 

In summary, it may be stated that the evidence for the influence of sebum on 
human hair growth and keratinization must be considered indirect and incomplete. 
Further experiments with various samples of sebum and with new experimental 
procedures are required before this theory can be considered as definitely established. 
Experiments of this nature are in progress. 

In the meantime the unsaturated local depilatory compounds have gained a 
definite position in investigative dermatology. The depilatory action of squalene, 
oleic acid, and linoleic acid has been confirmed and extended by independent 
observers. These compounds are currently used in studies on cutaneous virus intec- 
tions,** cutaneous allergic manifestations in animals,** studies with vesicant agents,** 
and protective ointments.*° By converting the thin hairy animal epidermis to a thick 
hairless type, resembling human skin, these compounds made animal skin available 
for new studies. As in any other recent field, the new questions raised outnumber 
those which can be answered at present. Nevertheless, the introduction of these 
compounds into the field of investigative dermatology opens new approaches for 
studies of hair growth and for the development of new depilatory agents. 


SUMMARY 


Human sebum (obtained by ether extraction of hair), its unsaponifiable and 
saponifiable fractions, and three of its unsaturated components—squalene and oleic, 
and linoleic acids—were found to be powerful local depilatory agents in laboratory 
animals after only one application to the skin. The hair loss began 10 to 12 days 
after treatment and was always reversible. A control series of animals treated with 
liquid petrolatum, hydrous wool fat, or stearic acid showed no impairment in hair 
growth. 

The main histologic changes in the depilated skin were marked acanthosis, 
disappearance of the hair shafts and of many of the hair follicles, and anomalous 
keratinization. All these changes were reversible. 

In vitro, sebum and its depilatory components inactivated the free sulfhydryl 
groups of glutathione and of tissue homogenates and the sulfhydryl enzyme, succinic 
dehydrogenase. 

The possibility is discussed that sebum may influence hair growth and keratiniza- 
tion in man. 

Dr. Fred D. Weidman performed the histologic studies. Dr. Donald M. Pillsbury and 
Dr. R. L. Mayer gave advice and encouragement during the study. Dr. Raymond R. Suskind 
supplied samples of pure sebum; Dr. J. Matet, of Alimentation Equilibrée, samples of squalene 
and perhydrosqualene, and Abbott Laboratories, synthetic vitamin A palmitate. 

21. Footnote deleted. 

22. Blank, H.: Personal communication to the author. 

23. Suskind, R. R.: Personal communication to the author. 

24. Flesch, P.; Goldstone, S. B., and Weidman, F. D.: Blister Formation and Separation of 
Epidermis from Corium in Laboratory Animals, J. Invest. Dermat. 18:187 (March) 1952, 


25. Poetsch, C.: Personal communication to the author. 
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PEMPHIGUS IN ASSOCIATION WITH PREGNANCY 


Observations of the Effect of Corticotropin (ACTH) and Cortisone on the 
Pemphigus, the Pregnancy, and the Infant 


M. HARRISS SAMITZ, M.D. 


MARVIN S. GREENBERG, M.D. 
AND 


JOHN M. COLETTI, M.D. 
PHILADELPHIA 


HEE REPORT of this case record of a patient with pemphigus in association 

with pregnancy presented several interesting facets. “The following features 
will he discussed: (1) the occurrence of pemphigus in a relatively young person ; 
(2) the rarity of this disease in association with pregnancy; (3) the effect of the 
pregnant state on pemphigus; (4) the clinical and laboratory results following 
treatment with corticotropin (ACTH) and cortisone; (5) evidence to demonstrate 
the lack of effect of cortical hormone therapy on the developing fetus ; (6) evidence 
to demonstrate the lack of effect of the primary disease process on the fetus, and (7) 
the change of a picture from pemphigus vulgaris into pemphigus foliaceus during 
the course of hormone therapy. 


REVIEW OF THE LITERATURE 

In a statistical analysis of 170 cases reviewed by Gellis and Glass,' pemphigus 
occurred in the 20 to 30 age group in 15 cases, an incidence of &8.8&% . Combes 
and Canizares,” in their review of 100 patients admitted to the Bellevue Hospital in 
the last 10 vears, reported one case in the 20 to 30 year age group, an incidence of 
1%. The patient of this report represents another infrequent instance of pemphigus 
in a 26-year-old woman, 

Cases of pemphigus complicated by pregnancy are exceedingly rare. Ina survey 
of the literature, 10 cases of pemphigus complicated by pregnancy were reported. 
However, in uo instance did the pemphigus occur prior to conception, The patient 
of this report represents the first case in which the lesions of pemphigus were 
present prior to conception, Pregnancy was successfully carried through, and a 
normal baby was delivered. It is also of interest to note that in reviewing these 


10 case reports, one questions whether the authors were reporting pemphigus, an 


From the Department of Dermatology (Service of M. Harriss Samitz, M.D.), Graduate 
Hospital, Philadelphia, Residents in Dermatology (Dr. Greenberg and Dr. Coletti), and from 
the Department of Dermatology and Syphilology, Graduate School of Medicine (Herman Beer- 
man, M.D., Chairman), University of Pennsylvania. 

1. Gellis, S., and Glass, Fk. AJ: Pemphigus: A Survey of 170 Patients Admitted to Bellevue 
Hospital from 1911 to 1941, Arch. Dermat. & Syph. 44:321 (Sept.) 1941. 

2. Combes, IF. C., and Canizares, O.: Pemphigus Vulgaris: A Clinicopathological Study of 
100 Cases, Arch. Dermat. & Syph. 62:786 (Dee.) 1950, 
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evanescent bullous disease, or herpes gestationis. It is significant that the European 
authors regard bullous variants of dermatitis herpetiformis as pemphigus vulgaris, 
and 7 of the 10 cases herein presented were reported in the European literature. 
Therefore it would not be incorrect to state that pemphigus complicated by preg- 
nancy may have been observed in but three or four instances. 

Werther * reported three cases. One case was that of a 34-vear-old woman in 
Whom signs of pemphigus foliaceus developed at approximately the same time as 
pregnancy became manifest. ‘This patient had experienced four previous normal 
pregnancies. She delivered a male infant who was covered with bullae. “The lesions 
on the infant involuted in one week. The mother’s condition improved after delivery 
and remained in a state of relative remission for four weeks; she then suffered an 
exacerbation and died two months later. “The second case was that of a 20-year-old 
woman in whom lesions developed during four successive pregnancies. A generalized 
bullous eruption associated with oral lesions and foliaceus lesions of the genital 
region appeared during the first pregnaney. .\}i lesions cleared after delivery. The 
infant was born covered with bullae, which healed in two weeks. From the second 
month until delivery of the patient’s second pregnaney, she experienced another 
blistering eruption with vegetative lesions about the mouth, the umbilicus, and the 
genitalia. .\ normal child was delivered this time. The patient's lesions persisted 
for several months post partum and then disappeared. During the third pregnancy, 
a picture of pemphigus foliaceus and pemphigus vegetans appeared. .\ normal child 
was delivered. Shortly after delivery, the patient’s lesions healed. The fourth 
pregnancy again was accompanied by a bullous eruption. The pregnaney was aborted 
and the lesions regressed. Werther’s third case was that of a 25-year-old woman 
who had had two previous normal pregnancies. During the sixth month of her 
third pregnancy, mouth and pharyngeal lesions developed. .\ generalized eruption 
compatible with the picture of pemphigus foliaceus followed. There was. slight 
improvement mimediately after delivery ; however, 14 days post partum an exacer- 
hation occurred, and the disease process had persisted for a year when the patient 
died, 

In Hebra’s first case (cited by Klopstock 4) in which the diagnosis was pemphi 
gus the condition became manifest two days alter delivery and then healed rapidly 
without a recurrence. In Hebra’s second case the condition started during the fifth 
month of the patient’s first pregnancy and cleared after delivery. The cutaneous 
disease reappeared at the third month of the patient’s second pregnancy and again 
regressed after delivery. The eruption accompanied her third pregnaney and con- 
tinued for some months post partum. During her fourth pregnancy, the cutaneous 
eruption reappeared one month after conception and disappeared again after delivery. 

Koebner ° reported a case with the diagnosis of pemphigus in which the cutaneous 
lesions began two days after the delivery of the first child. The lesions involuted 
in one week. In a subsequent pregnancy, an eruption appeared the day before 
delivery and regressed in 13 days. 


3. Werther, J.: 


Jeobachtungen uber Pemphigus vulgaris chronicus (3 balle bei Schwanger- 


schaft, 2 Falle von Pemphigus vulgaris congenitus), Dermat. Webnschr, 81:1334 (Sept. 12) 
1925. 


Klopstock, K.: Pemphigus vulgaris bei Schwangerschaft, Dermat. Ztschr. 40:305, 1923 


Noebne H , cited by Klopstoc k.4 
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Klopstock * reported the case of a 31-year-old woman who had one previous 
normal delivery. Cutaneous lesions appeared at the eighth month of her second 
pregnancy. The pemphigus condition persisted for two months post partum and 
then disappeared. Reexamination 10 weeks later revealed the patient free of the 
disease. 

Gellis and Glass ' in their review of the cases of patients with pemphigus admitted 
to Bellevue Hospital from 1911 to 1941 reported two cases of pemphigus compli- 
cated by pregnancy. One of the patients was reported to have died; other details, 
however, were not mentioned. 

Ormsby ° referred to a case of pemphigus foliaceus presented by Hardaway 
in which pemphigus foliaceus developed during the patient’s course of pregnancy. 


REPORT OF A CASE 
B. D., a 26-year-old Jewish woman, first manifested cutaneous lesions on the scalp in 
August, 1949. The eruption soon extended to involve the face, trunk, and the upper extremities 
and was characterized by small flaccid bullae that were followed by denuded areas. Three 
months after the cutaneous disease became manifest, the patient conceived. The last menstrual 
period was Oct. 5. 
Laboratory Data 


Protein 
= 


Serum Serum Serum Blood Urea 
Sedimenta- Chlorides, Potassium, Sodium, Sugar, Nitrogen, ‘Total, Albumin, Globulin, 


tion Rate, g./ Mg./ Meg. Gi. Gm./ Gim./ 

Date Uncorrected — 100 Ce. 100 Ce. 100 Ce, 100 Ce, 100 Ce. 100 Ce. 100 Ce, 100 Ce. 

3/28/50 we 381 SO 56 2.66 

4/19/50 ee oe 8 2.29 

6/ 1/50 320 3: 3.6 4.39 

7/15/50 394 22 14 4.05 

7/28/50 326 9 3.4 

8/10/50 eae 

9/14/50 

10/ 5/50 f we 

10/21/60 fi 292 310 

11/29/5 286 ee 305 

316 215 


344 oe 300 


The medical history showed measles and chicken pox, but no other previous serious illness. 
The patient had one previous normal pregnancy and delivery, in January, 1947. 

Examination of the patient showed a well-nourished and developed young woman. The review 
of systems revealed no abnormalities except for the cutaneous lesions. 

From the onset of conception until January, 1950, the first trimester of pregnancy, the lesions 
persisted in a mild state with minimal subjective symptoms. During January, 1950, at the begin- 
ing of the second trimester of pregnancy, the lesions began to advance, first as bullae and then 
as denuded, crusted and exudative areas. The cutaneous condition progressed so that by the end 
of March the entire cutaneous integument was involved. Bullae were also present on the 
genitalia, and an occasional erosion on the mucous membrane of the cheek and tongue was 
evident. A positive Nikolsky sign was readily elicited. On March 27, the patient was admitted 
to the dermatological service of the Graduate Hospital, University of Pennsylvania. The diag- 
noses were (1) pemphigus vulgaris and (2) pregnancy. 

Laboratory Studies—The results of two Tzanck tests were compatible with the picture of 
pemphigus vulgaris. Biopsy of a bulla was interpreted as comparable with the so-called pem- 
phigus of the “butcher's” type. Other laboratory findings are summarized in the accompanying 
table. 


6. Ormsby, O. S.: Diseases of the Skin, Ed. 4, Philadelphia, Lea & Febiger, 1948. 
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Results with Corticotropin and Cortisone—The effect on the clinical picture with the use 
of corticotropin and cortisone * is presented in Charts 1 and 2. 


The fluctuations of the eosino- 
phile counts and values of the 17-ketosteroids are also noted. 


COSINOPHIL 
COUNT 


CORTISONE 


Fig. 1—Effect of the clinical picture at third trimester and after delivery to October, 1950. 


‘ 


HEALING 


17 KCTOSTERODS 


EOSINOPHIL 
COUNT 


CORTISONE = 


Fig. 2.—Continuation of clinical picture through May, 1951. 
I 


We were unable to maintain planned dose schedules during the early stages of treatment, for 
at times supplies of the hormones were not available. The total doses of hormones administered 
before delivery were 1,455 mg. of corticotropin and 1,500 mg. of cortisone; the total doses after 


7. Cortisone was supplied gratuitously by Merck & Company, Inc., as cortone® acetate. 
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delivery were 2,075 mg. of corticotropin and 24,260 mg. of cortisone. Chloramphenicol (chloro- 
mycetin® ) was also administered during various stages of this patient's hospital stay. 

On July 18, the patient spontaneously delivered a male infant at the Philadelphia Lying-in 
Hospital (service of Dr. Robert A. Kimbrough Jr.) 

The baby weighed 5 Ib. (2,270 gm.) and measured 16!% in. (42 em.) in length. Examination 
of the infant disclosed no anomalies, deformities, or injuries. The skin, eyes, ears, nose and 
throat, abdomen, heart, lungs, and genitalia were normal. Findings on neurological examination 
were normal. Roentgen examination revealed no abnormalities. The pediatrician’s impression 
that the baby was a healthy premature infant was recorded. The infant gained weight and was 
discharged on the 3st day. 

The infant became the ward of a welfare agency and has been followed by the department 
of pediatrics and endocrinology of the Mount Sinai Hospital of Philadelphia until the date 
of this report—that is, for a period of 18 months, All studies and findings on the baby have 
been reported to be within normal limits. 

The mother, within 48 hours after delivery of the baby, suffered an exacerbation of her 
cutancous disease. She was transterred back to the Graduate Hospital on July 27, and cortico- 
tropin therapy was again instituted. The patient received up to 160 mg. per 24-hour period, with 
poor clinical response. On Aug. 12, cortisone acetate was given intramuscularly every eight 
hours in doses of 100 mg. Clinical improvement followed rapidly. Slowly, over several months, 
trom Sept. 11, 1950, to Jan. 24, 1951, the dose of the hormone was gradually reduced and finally 
discontinued. During this period, the clinical attributes of the pemphigus picture changed from 
the vulgaris variant to the foliaceus. The patient has continued up to the time of this report to 
have mild pemphigus foliaceus. Persistent pain in the lower abdomen, nausea, and vomiting 
necessitated rehospitalization from April 23 to May 7, 1951. The cause of these complaints was 
not detinitely established. The poor state of nutrition, possible electrolyte upset, and emotional 
factors were considered, The patient was discharged showing distinct improvement following 
medication with intravenous injections of dextrose, transfusions of three units of blood, vitamins, 
and sedatives. 

It is to be noted that during the time this patient was receiving hormone therapy, she 
showed the side-reactions so common with this form of therapy: hypertrichosis, edema, moon 
lace, pigmentary changes, and mood changes of both euphoria and depression. No delay in 
healing was observed at the site of two biopsy wounds. The patient has been amenorrheic since 
the delivery and has continued as such up to the date of this report. The other untoward side- 
reactions have disappeared; however, a partial alopecia of the scalp, pubic, and axillary regions 
became evident. The color of the scalp hair has remained unchanged, and the alopecia has 
persisted to this date. 

COMMENT 
Several investigators have intimated a relationship between pemphigus and 


adrenocortical function. ‘Talbott and co-workers * were the first to draw attention 
to an apparent adrenal insufficiency pattern in patients with pemphigus which was 
characterized by sodium loss and potassium retention. However, the relationship 


of pemphigus and the adrenal insufficiency was considered as a secondary effect of 


the cutaneous disease on the adrenal cortex. Similarly Goldzieher,’ in a review 


of autopsy findings on six patients who had died of pemphigus, was unable to 
establish a direct causal mechanism between the two pathologic processes, despite 
the fact that decided changes in the adrenals (degenerative and inflammatory, 
necrobiosis, and fibrosis and nodular regeneration) were recorded. Goldzieher * 

8. Talbott, J. H.; Lever, W. F., and Consolazio, W. V.: Metabolic Studies on Patients 
with Pemphigus, J. Invest. Dermat. 3:31 (Feb.) 1940, 

9, Goldzieher, J. W.: The Adrenal Glands in Pemphigus Vulgaris, Arch. Dermat. & Syph. 
§2:309 (Nov.) 1945, 
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concluded that the changes described are compatible with the view that the function 
of the adrenal is impaired in persons with pemphigus. 

It would appear more plausible to consider the relationship between the cutaneous 
disease and the adrenocortical function in accordance with Selye’s concept that the 
stress of the disease results in some adrenal insufficiency, possibly as a result of 
exhaustion, 


The administration of corticotropin and cortisone in pemphigus reemphasizes 
rh lministrat corticotr t higus r 


the established fact that these hormones are not curative but represent a rational 


use in a disease problem of extreme distress. 

As has been demonstrated by others, the metabolic action of these hormones 
(sodium and water retention, nitrogen imbalance, hyperglycemia) bore no relation 
to the clinical response. Likewise, the eosinophile count was of value only im the 
first few days of treatment and was of negligible value when the hormones were used 
over long periods. Similarly, the values of 17-ketosteroids did not reflect the meta- 
holism of these steroids. It is interesting to note the prolonged periods of remission 
in this case. However, too much emphasis cannot be placed on this tinding, for it 
is well known that spontaneous remissions occur in younger patients afflicted with 
pemphigus foliaceus. 

(of greater interest, specifically in this patient, who was subjected to pregnaney 
while suffering from pemphigus, were the fluctuation of the cutaneous disease 
process during the three trimesters of pregnancy and the requirements of exogenous 
hormone therapy during the various trimesters. Clinically, as depicted graphically, 
the patient's pemphigus was mildly active during the first trimester, became rapidly 
progressive and worse during the second trimester, when the administration of the 
adrenal cortical hormones brought dramatic relief, and remained comparatively 
well during the third trimester so that no further therapy was required for the two 
months before delivery. Within 48 hours after delivery, a distinet exacerbation 
of the pemphigus followed. This fluctuation in the clinical picture is well correlated 
with the normal variations in the output of corticoids in pregnaney as charted by 
Venning.'" 

Since the output of corticords in pregnancy rises in the first and third trimesters, 
theoretically, improvements of the pemphigus could be predicted during these 
periods of high adrenocortical activity. In our case, the mildness of the pemphigus 
process, once the third trimester got under way, may possibly be thus explaimed. 
Likewise it may be postulated that the patient’s pemphigus was less severe during 
her first trimester because of the relatively high endogenous cortical output, and 
severer during the second trimester because of the drop in endogenous cortical 
hormone. Similarly, the exacerbation which followed delivery may be explained 
by the known drop in cortical hormone production following delivery. 

Worthy of mention, too, is the finding that the patient acquired an apparent 
resistance to corticotropin given intramuscularly but) responded with clinical 
mmprovement when cortisone was substituted. We postulated at that time the 
possibility of an anticorticotropin hormone, but our efforts to prove this failed. 


Thorn has also noted this pattern and explained it on the basis of the local tissue 


10. Venning, E. H.: Adrenal Function in Pregnancy, Endocrinology 39:216 (Sept.) 1946. 
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destruction of the hormone at the site of injection, since corticotropin was effective 
when he gave it intravenously in such resistant cases. 

Although the mother received 1,455 mg. of corticotropin and 1,500 mg. of 
cortisone before delivery, these hormones were not administered until the second 
trimester of her pregnancy. In a recent report, Fraser and co-workers '' demon- 
strated the production of congenital anomalies (cleit palate, cleft lip, spina bifida, 
etc.) in the offspring of pregnant mice treated with large doses of cortisone. These 
investigators observed that the effect was not limited to the time when some special 
embryologic event was occurring. Some cleit palates were produced by treatment 
well after the stage when the nasomaxillary fissure was considered to have been 
fused. it appears that in these cases the defect may have resulted not from a delay 
in a developmental process but from a degenerative change. If one can conceive 
of an analogous mechanism in the human, it was apparent that the dose of hormone 
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Fig. 3.—Excretion rates of the various hormones in pregnancy (average values of the cases 
studied) A, pregnanediol; 4, estrogens; C, corticoids; J), ketosteroids (DNB); /, ketosteroids 
(SbCl); /, theoretical excretion curve for the pregnenolones, assuming that the increase in 
difference between the two ketosteroid curves is due to these substances ; G, gonadotropins. Curve 
taken from a previous study on normal pregnancy cases. (Reprinted with the permission of the 
author and editor of /:ndocrinology.) 


received by this patient had no deleterious effect on the offspring as far as congenital 
anomalies were concerned. 


SUMMARY 

A case of pemphigus in association with pregnancy in a young woman is pre- 
sented. The rarity of this problem is emphasized by an extensive search of the 
literature. 

11. Baxter, H., and Fraser, F.: The Production of Congenital Defects in the Offspring of 
Female Mice Treated with Cortisone: A Preliminary Report, McGill M. J. 19:245 (Dec.) 1950. 
Fraser, F.: The Experimental Production of Congenital Anomalies, Canad. M. A. J. 64:270 
(March) 1951. Fraser, F. C., and Fainstat, T. D.: Production of Congenital Defects in the 
Offspring of Pregnant Mice Treated with Cortisone: Progress Report, Pediatrics 8:527 (Oct.) 
1951, 
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The severity of the cutaneous disease in our patient varied during the three 
trimesters of pregnancy. A beneficial effect was noted in the first and third tri- 
mesters ; this may have been related to the rise in output of endogenous adrenal 
cortex hormones during these periods. 


Some observations of the effects of corticotropin and cortisone are tabulated. 

The lack of effect of the primary disease process and of adrenal cortex hormone 
therapy on the developing fetus is noted. The infant has remained well for 18 
months. 


The change from pemphigus vulgaris to a pemphigus foliaceus variant was 
observed during the course of our patient's illness. 
1715 Pine St. 


Dr. Edward Gosfield Jr., assisted in the medical management of this case. 
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DIAGNOSTIC PITFALLS OF DERMAL PATHOLOGY 


MARCUS RAYNER CARO, M.D. 
CHICAGO 


IX ARE living in an age that seems to be devoted to the goals of accelerating 

progress, reducing working time, and creating machines that will perform 
the work of man. More and more tasks that once served to develop man’s skill and 
mental acuity are being relegated to the realm of inanimate servants. 

This march toward mechanization has made slower progress in the field of 
medicine than in industries, in which machines have reduced the need for human 
workers to the bare essential supervisory personnel. In most branches of medicine 
the individual physician is still the indispensable man and his functions cannot as 
yet be mechanized. In the field of laboratory medicine, however, there is an increas- 
ing tendency to relegate to a secondary position the role of the individual and to 
exalt the apparatus, the test, and the report. This accentuation of the inanimate 
in medicine is a trend to be deplored and strongly resisted. Like all habits it 
reduces the resourcefulness of the individual, and it is especially pernicious in that 
it further weakens those who are already irresolute. 

There are physicians in all branches of medicine who at times are unable to 
reach a prompt diagnosis on clinical grounds alone. Before the era of the ascend- 
ancy of laboratory medicine such men would often call on a more experienced 
colleague for consultation. In most cases such tutorial help would elucidate the 
clinical features present and would leave the physician much richer in knowledge 
not only for the benefit of the patient at hand but also for the future. With the 
rise of laboratory medicine the role of the clinical consultant has been to a large 
extent erased, and physicians have tended more and more to rely on the laboratory 
to make the diagnosis for them. Unfortunately, those physicians whose clinical 
judgment is the poorest are also the ones who are most inclined to accept laboratory 
reports without question as being final and impeccable. Such a blind dependence 
on laboratory diagnosis does very little to develop clinical judgment and skill. This 
is particularly true in our specialty. [nm many instances a thorough examination 
of the patient would permit of a morphologic differential diagnosis and might even 
lead to an exact diagnosis on gross inspection alone. Far too often, however, there 
are cases in which the dermatologist will merely glance at the patient, at once per- 
form a biopsy, and then wait confidently for the pathologist to make the diagnosis 
for him. Such a diagnosis, even if correct, will do but little to add to the permanent 


store of knowledge that should come with experience. In addition, there are many 


From the Department of Dermatology, University of Hlinois College of Medicine, service 
of Dr. F. E. Senear. 

Read at the Fourth Annual Meeting of the Pacific Dermatologic Association, San Fran- 
cisco, Aug. 29, 1952. 
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dermatoses in which the histopathologic features are much less diagnostic than are 
the gross. In such cases an incorrect histopathologic diagnosis or even an incon- 
clusive one can serve only to increase the confusion. 

In the field of dermatology there should be no wall to separate the clinician 
from the pathologist, for in effect they are one. In dermatology, more than in any 
other specialty, every practitioner is essentially a pathologist. Even though he may 
seldom look through a microscope, every dermatologist in nearly every case is 
dealing with gross pathologic specimens while they are still a part of the patient's 
skin. To become competent as a clinician he must develop the pathologist's habit 
of studying meticulously all the gross characteristics of the lesions present, and 
no pathologist would fail to obtain the utmost possible information from the gross 
specimen before preparing the first section. The first step to an accurate histo- 
pathologic diagnosis, then, is a thorough gross study of the eruption and of the 
individual lesions. This will lead to a differential diagnosis which should help to 
orient the histopathologic investigation, calling for frozen sections and_ special 
stains in some cases, occasional dark-field or polariscopic examinations in others, 
and at times even for vital staining. 

The selection of the site for the biopsy is a step of vital importance, and it should 
not be delegated to an inexperienced assistant or the ephemeral junior intern. In 
his clinical differential diagnosis the examiner searches diligently to find lesions 
whose appearance, consistency, or configuration will be of help in establishing a 
diagnosis, and he disregards lesions which may be misleading because of their 
inadequate development, their too complete involution, or the effects of trauma or 
previous treatment. .\ histopathologic examination will seldom endow a lesion 
with characteristics it does not already possess. It is futile, therefore, to expect 
much help from a biopsy of a lesion that is teo young, too old, or too damaged 
to be diagnostic. 

In searching for the histopathologic findings of a suspected dermatosis one 
should select for biopsy as typical a lesion as can be found and, if possible, from 
a location that is commonly involved in that disease. If several types of lesions 
are present, a specimen should be obtained from each type for comparison and 
also to determine whether more than one disease is present. At a recent exami 
nation | presented a patient who had a large patch of lupus vulgaris with a super- 
imposed carcinoma. It was disturbing to me to note that several candidates insisted 
that there was no need for more than one biopsy, for they were satisfied that the 
patient could have but one disease to account for all her lesions. Multiple biopsies 
from this patch subsequently demonstrated the presence of lupus vulgaris, kera- 
toses, and a squamous cell epithelioma. I recall also a recent patient who suffered 
at the same time from lichen planus and arthropathic psoriasis. It is essential in 
these complicated cases to obtain representative specimens and, if possible, to 
remove them from their commonly affected sites. 

In searching for pigmentary or vascular findings it is best not to select lesions 
from the leg, for the effects of stasis will often produce hemosiderosis or vascular 
changes that may be confusing. In examining lymph nodes for possible lymphoma 
one should not remove those from the groins, for these will frequently show changes 
resulting from previous infections of the lower extremities and they may be com- 
plicated and puzzling. 
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In most instances it is well to remove the biopsy specimen from the border of 
the lesion so that a small amount of normal tissue will be included. The presence 
of some normal tissue in the section gives one the advantage of studying the advanc- 
ing border of the pathologic changes, and this is especially helpful in the case of 
tumors and chronic granulomas. Before the specimen is removed from the skin, 
one should bisect it with a superficial incision or an indelible marking that will cross 
both the normal area and the lesion itself. Unless such a directional marking is 
performed in every biopsy, there is a possibility that the obliteration of the outline 
of the lesion during fixation may cause the technician inadvertently to bisect the 
specimen into a normal and a pathologic piece and to process only the normal half. 

While many lesions are superficial and do not require more than a superficial 
specimen for examination, in others the pathologic changes lie deep in the corium 
or hypoderm and a superficial biopsy will not demonstrate them at all. An adequate 
biopsy may be performed by any orthodox surgical method. In suspected basal- 
cell epithelioma a small sharp curette will obtain sufficient material for diagnosis, 
if the technician is capable of processing a small specimen. For other lesions a 
small cutaneous punch is often adequate, and its use seldom calls for sutures. For 
larger and deeper biopsies an elliptical excision with a scalpel should be performed 
and the wound closed with sutures. Pedunculated lesions may be clipped off with 
a scissors, but an attempt should always be made to include the base of the lesion 
in the specimen. At no time should any form of electrosurgery be used in per- 
forming a biopsy on the skin. There is always a great risk of burning the specimen, 
and, even when this is not grossly ruined, the tissues may show changes that will 
result in distortion of the cells and alteration of the staining reactions. “The specimen 
should never be removed from the skin with a forceps or any other instrument 
that will squeeze it or in any way distort its normal relationships. It may be 
removed with a needle, a curette, or the scalpel, and, if large, it should be flattened 
on a card beiore being dropped into the fixative solution. It is hopeless to attempt 
to examine sections from a specimen that was squeezed into a twisted mass in which 
nothing is left where it originally resided. 

My teacher, the late Dr. Walter J. Highman, often said that “the possession of 
a microscope does not endow the pathologist with supernatural powers.” One 
should keep that aphorism in mind when submitting a specimen to the laboratory. 
The pathologist needs all the help that you can give him, It is essential that you 
append all the pertinent information, such as the age, sex, and color of the patient 
and the site of the biopsy, so as to give him a base line for comparison with what 
should be the normal findings. In addition, you should describe the eruption and 
especially the lesion being submitted and also should list all the diseases that you 
are considering in the diiferential diagnosis. To a dermatopathologist such a 


composite view of the case is necessary to help him toward a definitive diagnosis. 


To a general pathologist the gross description may not be as meaningful, but the 
ditterential diagnosis listing should at least enable him to decide whether the sections 
are diagnostic of, suggestive of, or incompatible with any of the possible clinical 
impressions. 

Before discussing the many things that may go wrong and hinder the search 
for a correct histopathologic diagnosis, I should like to pay tribute to the one factor 
that is indispensable to our good work, and that is the contribution made by our 
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silent partner, the technician. ‘Those of us fortunate enough to have a Valborg 
Foss or an Avis Gregersen or any one cf the other excellent technicians know well 
that her work is often largely responsibie for the success of our eiforts. We are 
reminded of our great indebtedness every time that we are called upon to examine 
a section prepared by technicians less skilled in the processing of cutaneous speci- 
mens. The technicians in some hospital and general laboratories are accustomed 
to handling large specimens only and the processing of the comparatively tiny speci 
mens of the skin often results in sections that are cut in the wrong plane, sections 
that are thick and overstained, or sections that are wrinkled and folded beyond 
any hope of recognition. It was from the study of sections like these that we were 
accustoined in the distant past to receive the all-too-frequent histopathologic diag- 
nosis of “inflammation.” lor the relatively precise work that is being done by 
dermatopathologists, it is essential to have a technician who is meticulous in the 
processing of specimens that may range in size from large masses down to even 
the tiniest fragments. From her we should expect to receive thin sections, evenly 
cut, spread smoothly on a slide, and skillfully stained, so that all of the information 
that can possibly be elicited from the specimen is available to us. 

Every pathologist has his favorite fixative, and no doubt each has its advan- 
tages for certain problems. It has been the practice in our laboratory to use a 10% 
aqueous solution of formalin as a routine fixative. Specimens are bisected whenever 
possible, and one half is processed in paraffin while the other half is kept in reserve 
for frozen sections for lipid study, if that is indicated. In formaldehyde-fixed sec- 
tions one often sees granules of formaldehyde pigment or acid formaldehyde 
hematin, which may be confused with other pigment granules. This pigment is 
formed when an acid aqueous formaldehyde solution acts on the hemoglobin of 
tissues. These granules are doubly refractile under the polariscope, and they do 
not give the Perls Prussian blue reaction. They will not form when the formalin 
is buffered to pH levels above 6 with either calcium carbonate or magnesium car- 
bonate. Absolute alcohol is employed as the fixative whenever the presence of 
mucin or a possible urticaria pigmentosa is suspected. 

The examination of tiny lesions calls for special care, so that the lesion will not 
be missed in cutting the sections. In some cases one must even resort to preparing 
serial sections before locating the pathologic portions. In studying large specimens 
it is important to examine sections taken from various parts of the specimen. In 
squamous-cell epithelioma there may be a considerable ditference in the grading of 
malignancy in different parts of the tumor. In other cases one may find merely 
inflammatory changes in some sections and yet in deeper sections be able to demon- 
strate an adjacent blastomycosis, foreign body, or tumor. 

Hematoxylin and eosin stain is used routinely in all cases. Whenever indicated, 
special stains are used to demonstrate iron, calcium, wucin, amyloid, fat, collagen 
fibers, elastic fibers, reticulum fibers, muscle, nerve, fungi, and bacteria. At times 
polariscopic examination is done for cholesterol esters or foreign material and 
dark-field illumination is used for silver. Vital staining is performed to demonstrate 
amyloid by the use of Congo red and to show the presence of histiocytes by inject- 
ing a 1% aqueous solution of saccharated iron oxide. 

Assuming that the processing of the specimen has produced a satisfactory sec- 
tion, there may be present, nevertheless, several possible artefacts that can be 
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confusing, At times the fixation of tissues produces an unequal shrinkage of various 
components of the specimen. Clefts may in this way be produced between the epi- 
dermis and corium, or even within the epidermis itself, to simulate the presence 
of bullae. In some sections there may be a separation of nests of cancer cells from 
the surrounding tissues to give the impression of their lying within the lumen of 
a vessel. At times small nests of malignant cells or nevus cells may be moved by 
the microtome to seem to lie within a vascular lumen in the section, even though 
the lesion is not actually metastatic. Frequently, in frozen sections the microtome 
will smear fat up from the hypoderm or the sebaceous glands and spread it across 
the corium, but careful study will show that the superimposed fat lies in a different 
plane than the tissue, to which it does not actually belong. 

When it comes to differentiating from one another dermatoses that may be 
similar, each of us has his highly individual troubles and each has his own favorite 
mistakes. IT have accumulated a sizable collection, and | am constantly adding to 
the steps I take to keep from erring too often. 

One of the greatest handicaps to an unprejudiced examination of a section is an 
accumulation of descriptive word-pictures. Words are meant primarily to describe 
things and ideas of which we become conscious and to give them voice in trans- 
mitting such information to others. All too frequently, however, we use word 
combinations in such a way that our thoughts become set in rigid patterns from 
which escape is difficult. | should like to make a plea for the examination of 
sections layer by layer and tissue by tissue, with no attempt to reach a diagnosis 
until all the individual histopathologic findings are added up to make a total eon 
clusion. All too often we fix our eye upon the bait of some one conspicuous histo- 
pathologic feature, and at once we find ourselves caught in the unyielding trap of 
the corresponding word-pattern to end up ignominiously with the wrong diagnosis. 

lor example, the phrase “coat-sleeve infiltrate” describes aptly the perivascular 
infiltrate of Ivinphocytes and plasma cells that is seen in sections from = syphilitic 
lesions. The thought-pattern that is established by the use of that phrase, however, 
has at times led to the erroneous diagnosis of syphilis. To an inexperienced eye 
the presence of cells about the blood vessels in a section may set off a chain 
reaction of thought leading to that diagnosis, even though there may be no other 
histopathologic findings of that disease. In so many diseases of the skin does one 
find a perivascular infiltrate that no specific diagnosis should ever be based on that 
one feature alone. In sections from patients with syphilis one should, in addition, 
find inflammatory and proliferative changes in the walls of the blood vessels, at 
times leading even to an obliterative endarteritis, the infiltrate should be cireum- 
scribed and densely packed, and it should extend deeply about the vessels. Urticaria, 
toxic erythema, lymphocytic Ivmphoma, lichen planus, lupus erythematosus, and 


psoriasis must always be ruled out in examining sections that suggest the diagnosis 


of syphilis. 

The phrase “liquefaction degeneration of the basal layer,” as used to describe 
edema of the basal cells and the invasion of this laver by cells of an edematous 
infiltrate from the upper corium, will frequently be responsible for a hasty diag- 
nosis of lupus erythematosus, even though none of the other features of that disease 
are demonstrable in the section, Other dermatoses which may show this finding 
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are lichen planus, senile keratosis, leucoplakia, poikiloderma, and dermatomyositis. 
In the last-named disorder a histopathologic diagnosis can be made only from a 
biopsy of the muscle. 

The word necrobiosis when used in describing a section calls to mind at once 
the diagnosis of necrobiosis lipoidica diabeticorum. The necrobiotic changes in that 
disease occur deep in the corium, the presence of lipids can be demonstrated im the 
degenerated collagen fibers, and there are associated obliterative inflammatory 
changes in the blood vessels. One must always rule out granuloma annulare in 
these sections. In the latter disease it is true that one may also at times be able to 
demonstrate lipids, but the necrobiotic areas here lie in the upper corium, they are 
surrounded by a palisade-like arrangement of epithelioid cells, the blood vessels 
are not involved, and mucin may often be demonstrated in the degenerated zone. 
Nodules of rheumatoid arthritis show a central zone of necrosis of large areas of 
subcutaneous tissue, bounded by a layer of proliferating cells that are arranged 
radially and surrounded by a peripheral zone of inflammatory cells. 

More complete necrosis in a section suggests the caseation of tuberculosis or 
the destructive effect of late syphilis, and in some instances the two are extremely 
ditheult to differentiate. In caseating tuberculosis the destruction is complete and 
no preexisting structures can be identified. At the periphery of the necrotic zone 
one may find tubercles containing epithelioid cells and Langhans giant cells, and 
occasionally acid-fast bacilli may be demonstrated. In late syphilis, by contrast, 
in the areas of necrosis one may often find the outline of preexisting arteries by 
demonstrating with the Weigert stain the preserved elastic membrane. About the 
necrotic zone there are generaliv seen blood vessels that show proliferative endar- 
teritis and are surrounded by a dense infiltrate of plasma cells and lymphocytes. 
In ulcerative lesions of late syphilis one often finds a pseudoepitheliomatous hyper 
plasia at the edge of the ulcer, 

\ difficult problem for diagnosis is posed by the important group of ‘yullous 
diseases, including bullous erythema multiforme, dermatitis herpetiformis, and 
pemphigus, for there is no one histopathologic feature that is infallible in’ ditter- 
entiating among them. Much has been written recently about acantholysis, the 
cleavage of the epidermis at the suprabasal level, and the liberation of the acantho- 
lytic cells into the bulla as being pathognomonic features in sections of pemphigus. 
The Tzanck test of examining a smear of serapings taken from the floor of a bulla 
is a refinement of the histologic technique, but it too is based on the retention of 
the basal layer as the floor of the bulla and the liberation of acantholytic cells into 
the bulla. The word acantholysis is already becoming the trigger word that at once 
points to the diagnosis of pemphigus. No patient should be sentenced to a diagnosis 
that carries the hopeless prognosis of pemphigus on the basis of the histopathologic 
findings alone. While the features mentioned may be present in many cases 
that eventuate as pemphigus, they are seen often enough in other diseases to rob 
them of any definitive value. \cantholytic cells have been demonstrated both in 
sections and in smears in chronic benign familial pemphigus (Hailey and Hailey 
disease), they are common in viral diseases of the skin, and [| have seen them in 


sections from pyogenic dermatoses. Dr. Michael Hl. Ebert and | have examined 


sections from many patients at Cook County Hospital who were suffering from 
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bullous eruptions, and we have failed to establish any consistent correlation between 
the histopathologic findings and the subsequent clinical course of the patients. 

Psoriasis is one dermatosis in which a definite histopathologic diagnosis can 
generally be made, whether the biopsy specimen is from a papular lesion or a diffuse 
psoriatic erythroderma. At times sections from cases of seborrheic dermatitis may 
be suggestive of psoriasis, but they generally show greater edema, a more volumi- 
nous infiltrate, and greater parakeratosis. Chronic neurodermatitis is differentiated 
by the long acuminate rete pegs and the lack of thinning of the suprapapillary 
rete, but in lesions on the hands the findings may closely mimic those of the non- 
pustular variety of psoriasis. [xfoliative dermatitis shows an absence of the granu- 
lar layer, a great deal of edema with wide and edematous papillae, and dilatation 
of the blood vessels. 

The pigmentary dermatoses are often confusing, for with hematoxylin and 
eosin stain all pigment granules are brown and indistinguishable from one another. 
By using Perle’s Prussian blue reaction it is possible to identify hemosiderin and 
also to distinguish between ordinary hemosiderosis, in which the pigment is dif- 
fusely spread, and hemochromatosis, in which the iron granules are present in the 
membrana propria of the sweat glands, in chromatophores in the upper corium, 
and occasionally in the basal cells of the epidermis. The presence of silver in the 
membrana propria of the sweat glands may be demonstrated by dark-field illumina- 
tion. lormalin pigment is to be suspected when the pigment granules lie in a 
plane different from that of the surrounding tissues. In sections in which the 
pigment is shown to be melanin it is not always possible to differentiate between 
the many dermatoses that result in pigmentation, and one should always keep in 
mind chloasma, Addison's disease and the end-stage of lichen planus, dermatitis 
herpetiformis and a “burned-out” lupus erythematosus. 

Sections from the atrophic dermatoses in the terminal stage may be difficult to 
differentiate, but active lesions will generally have some distinguishing features. 
In acrodermatitis chronica atrophicans the flattened epidermis is separated by a 
narrow strip of corium from the wide band of cellular infiltrate. In addition the 
corium is thinned greatly, bringing the sweat glands and the hypoderm much closer 
to the surface. In the atrophic stage of radiodermatitis there are irregular atrophy 
and acanthosis with some individual cell dyskeratosis. “The superficial blood vessels 
are dilated; the deeper ones may show a thickening of the walls, even to the point 
of occlusion; the collagen fibers are swollen and poorly stained, and the elastic 
fibers are fragmented. In poikiloderma atrophicans vasculare the histopathologic 


picture may simulate that of radiodermatitis, but there is a greater tendency toward 


pigmentation, and there is no thickening of the vascular walls. Lupus erythematosus 
is distinguished by edema of the basal layer with invasion by the cellular infiltrate 
from below, keratotic plugging of the follicles, and a cellular infiltrate about the 
blood vessels and appendages. 

Scleroderma shows a thickening and hyalinization of the collagen fibers, a 
thickening of the vessel walls with a perivascular celluiar infiltrate, a flattening of 
the sweat glands, and the absence of sebaceous glands and hairs. Lichen sclerosus 
et atrophicus may be distinguished from scleroderma by marked hyperkeratosis 
with keratotic plugging, the wide subepidermal band of edema, and beneath this the 
zone of cellular infiltrate. As variants, however, I have seen sections of scleroderma 
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containing subepidermal bullae and also a recent case of lichen sclerosus et atrophicus 
in which the presence of subepidermal bullae at first suggested the histopathologic 
diagnosis of bullous lichen planus. 

Senile elastosis is a basophilic degenerative change in the elastic tibers that is 
seen in senile skin, in lupus erythematosus from the exposed parts, and occasionally 
in skin cancer, particularly morphea-like epithelioma. The swollen and amorphous 
mass may be demonstrated by the Weigert stain to lie in the upper part of the 
corium, and staining with the von Kossa stain is negative for calcium. In pseudo- 
xanthoma elasticum the pathologic changes lie in a wide horizontal band in the 
midcorium and they show fragmentation and clumping of the elastic fibers in which 
the presence of calcium can be demonstrated with the von Nossa stain. 

In colloid degeneration there are small circumscribed homogeneous masses that 
are fissured by the process of fixation, and these lie in close apposition to the flat- 
tened epidermis. Amyloid is found in the papillae in the form of small granular 
masses which are stained by Congo red or methyl rosaniline chloride (methyl 
violet). In systemic amyloidosis there may be deposits of this substance in the 
corium or the subcutaneous tissues, especially in relation to the blood vessels. In 
myxedema there is a diffuse separation of the collagen bundles by a bluish edematous 
material that is stained red by mucicarmine or thionine. Unless the fixation of the 
specimen is done in absolute alcohol the stain tends to fade rapidly. 

The differential diagnosis of the chronic granulomas in sections is often difficult. 
Syphilis can generally be distinguished from tuberculosis, but it is always prudent 
to have other corroborative evidence. In studying material from the Chicago Inten- 


sive Treatment Center, | found mixed venereal infections to be present in so many 


cases that the histopathologic features of syphilis were often obscured by the other 


inflammatory changes present. Ino lymphogranuloma venereum, sections from 
affected lymph nodes show stellate abscesses, each with a necrotic center filled with 
polymorphonuclear leucocytes and a border of epithelioid cells, lying in a granulation 
tissue that is rich in plasma cells. Sections from lesions of granuloma inguinale 
show a pseudoepitheliomatous hyperplasia and a dense cellular infiltrate that fills 
the corium, Within some of the large histiocytes one may demonstrate the presence 
of intracytoplasmic inclusion Donovan bodies by the use of the Giemsa stain. These 
may be demonstrated more readily, however, in tissue imprints made from the deep 
surface of the biopsy specimen. 

While the cell types characteristically seen in syphilis are predominantly plasma 
cells and lymphocytes, on several occasions | have seen a purely epithelioid-cell 
sarcoid structure in early secondary syphilis. The presence of a sareoid reaction in 
a section does not always signify the diagnosis of sarcoidosis. In addition to that 
disease, one must always keep in mind and rule out possible leprosy, beryllium 
granuloma, silica granuloma, or other foreign-body reaction. 

It is sometimes possible to distinguish the various types of tuberculosis and 
tuberculids from one another on histopathologic grounds alone, but the differentia- 
tion is often based on criteria that are not infallible. I have been confused several 
times by sections taken from unquestionable sarcoid lesions that showed all the 
histopathologic features generally attributed to lupus vulgaris. Furthermore, the 
mere presence of tubercles in a section is not necessarily proof of the diagnosis of 
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tuberculosis, for tubercles may be formed about foreign material and about other 
micro-organisms as well. Erythema induratum calls for a biopsy that is very deep, 
for here the pathologic changes reside deep in the hypoderm. The presence of 
tubercles in the hypoderm with caseation necrosis, the replacement of fat by a 
tuberculous infiltrate, and pronounced inflammatory changes in the arteries and 
veins are highly suggestive of that diagnosis; but one should if possible prove the 
presence of tuberculosis in the lesion by guinea pig inoculation. In many instances 
the histopathologic picture of erythema induratum is confused with that of nodular 
vasculitis or other forms of panniculitis. 

Blastomycosis, coceidioidal granuloma, and histoplasmosis may often be diag- 
nosed from the section by identifying the causative micro-organism, The use of the 
new stains, such as the Hotchkiss-MeManus stain, makes the fungi much easier to 
demonstrate in the section. The pseudoepitheliomatous hyperplasia seen in blasto- 
mycosis is a source of possible confusion with bromoderma and squamous-cell 
epithelioma. 

In soft fibroma the entire corium contains a loose connective tissue. In keloid the 
collagen fibers are coarse and densely packed and they are either parallel or inter- 
twined. Neurofibroma can generally be ditferentiated from fibroma, for in sections 
prepared with the Van Gieson stain there is a narrow layer of normal red-staining 
collagen fibers that separates the epidermis from the grayish-staining neurofibroma. 
In leiomyoma the smooth muscle fibers are thicker than collagen fibers and they 
stain yellow and become very prominent with the use of the Van Gieson. stain. 
Histiocytoma cutis or nodular subepidermal fibrosis shows a densely packed, cir- 
cumscribed, intertwining fibrous and cellular mass that lies in the upper part of the 
corium. This is generally separated from the epidermis by a narrow band of connec- 
tive tissue. Occasionally one finds a pseudoepitheliomatous basal-cell hyperplasia 
that may simulate a superticial basal-cell epithelioma. In many instances the pres- 
ence of fat can be demonstrated with Sudan IIT and of hemosiderin with Perle’s 
Prussian blue reaction. Nanthoma is identified by the presence of foam cells and 
Touton giant cells. The nucleus of the foam cell is small and central, and the cyto- 
plasmic fat is stained by Sudan II]. Myoblastoma may simulate the appearance of 
xanthoma. ‘Che pathognomonic cells are large and polygonal, they contain a small 
and pale central nucleus (although several nuclei may be present) and a pale and 
granular cytoplasm, and they are closely packed to form a mosaic. The granular 
cells are more readily identified with the Van Gieson stain, which colors the sur- 
rounding collagen fibers a bright red, and staining with Sudan III is negative for 
fat. Often there is a pseudoepitheliomatous hyperplasia overlying the tumor, and 
this has oceasionally led to the erroneous diagnosis of squamous-cell epithelioma. 
Reticulohistiocytoma is diagnosed on the presence of large bizarre-shaped multi- 
nucleated giant cells with large pale nuclei and dark nucleoli and the separation of 
these cells by an intervening fibrous connective tissue. Differential stains, such as 
Sudan HT, Van Gieson, Bodian, and thionine, help to identify these cells and vital 
staining with a 1 aqueous solution of saccharated iron oxide demonstrates their 
reticuloendothelial nature. 

Hemangioma is readily identified by the presence of many young and distended 
blood vessels, all lined with a single layer of endothelial cells. In) granuloma 


pyogenicum the section may have an identical appearance, but often there is a 
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pedunculated base and in time there occurs an admixture of a cellular infiltrate 


containing many polymorphonuclear leucocytes. In Kaposi's sarcoma one often 
finds in one section all stages of the disease, including a deposition of hemosiderin, 
an infiltrate of lymphoeytoid cells, the new formation of capillaries, marked vaso- 
dilatation producing cavernous blood spaces, and finally even the features of a 
fibrosarcoma. The diagnosis of a malignant hemangioendothelioma is made on the 
finding of anastomosing blood vessels that are lined with endothelium that is several 
cells thick and on the presence of numerous mitotic figures that are generally 
present. Not all vascular tumors are necessarily tumors of the blood vessels, tor 
In many malignant tumors of other tissues there is a rich vascular stroma. 

Seborrheic keratosis shows a sharp line of demarcation between the normal skin 
and the tumor mass. This is composed of many digitate epidermal processes that 
are separated from one another by a thick scale. The entire tumor lies above the level 
of the surrounding skin, and it is never invasive, Sections are generally cut through 
the epidermal processes and the intervening scale-filled tunnels to reveal a bizarre 
picture of cornified cysts and nests of cells that simulate the formation of hornpearls. 
The presence of these pseudohornpear!s and the frequent mitotic figures often lead 
to the erroneous diagnosis of cancer in these clinically benign lesions. The frequent 
presence of pigment has also at times confused these lesions with melanoma. 

In senile keratosis there are areas of irregular acanthosis alternating with 
atrophy. The epidermal cells show a disorderly arrangement with occasional indi 
vidual cell dyskeratosis, there is a heaped-up scale with scattered islands of para- 
keratosis, and there are inflammatory changes in the upper corium. ‘The presence 
of much inflammatory infiltrate and the disorganization of the basal laver are early 
signs of the onset of a malignant supervention. In leucoplakia the histopathologic 
features are similar but there is often a more pronounced infiltrate in the corium. 
The frequently seen liquefaction degeneration of the basal layer makes it necessary 
to rule out lichen planus as well as lupus erythematosus. 

Squamous-cell epithelioma in most cases is diagnosed without trouble, although 
it may at times be confused with the pseudoepitheliomatous hyperplasia seen in 
bromoderma, blastomyecosis, and myoblastoma, and about chronic ulcers. It is 
important in grading the malignancy of the tumor to examine sections from. dif- 
ferent parts, for I have seen sections prepared from various parts of one tumor 
that ranged in malignancy from Grade | to Grade 3. In highly malignant squamous 
cell epithelioma the resemblance to fibrosarcoma may be extremely confusing. 

Basal-cell epithelioma may appear in many forms, including the solid, cystic, 
lattice-like, morphea-like, pigmented, and calcified, but all have in common. the 
presence of the dark-staining basal cell. It is impossible to gauge the actual malig- 
nancy of the tumor from the findings in the section, although the morphea-like and 
the calcified types are slower in their progression. One should always examine 
sections from ditterent parts of the tumor, for a fairly large proportion of these 
growths may prove to be basosquamous-cell epitheliomas. Multiple benign cystic 
epithelioma shows a proliferation of basal cells from the outer walls of hair follicles 
and the formation of cysts with partly keratinized centers. These features are 
responsible for an occasional mistaken diagnosis of basosquamous-cell epithelioma 


for these benign lesions. 
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Nevi may at times be the source of much needless worry. Frequently in sections 
from benign dermal nevi I have seen many large multinucleated nevus giant cells. 
The presence of these large cells is too often responsible for the pathologic diagnosis 
of malignant melanoma for these harmless lesions. Likewise, the presence of con- 
siderable pigment in dermal nevi is generally of no significance. Inflammatory 
changes in dermal nevi need not be of serious import, for they are often due to 
trauma, a hair-follicle infection, or an underlying cystic abscess which may be 
demonstrated by a deep biopsy. The presence of inflammatory changes at the 
dermoepidermal junction of a junction nevus, however, is significant, and it calls 
for an extensive removal of the lesion. There is no one criterion on which to base 
the diagnosis of early malignant melanoma, although the work of Fitzpatrick show- 
ing that the tyrosinase reaction is not inhibited in malignant melanoma may in 
time be adaptable to routine laboratory procedure. [lowever, the combination of 
activity at the junction, the passage of pigment through the epidermis into the 
scale, the disorganization of the cell nests, the presence of large and anaplastic 
nevus cells with mitotic figures, and the presence of an inflammatory reaction about 
the base of the nevus are ample evidence that malignant change has already set in. 
In these cases it is important to know the age of the patient, the duration of the 
lesion and the rapidity of its growth, for in young children all these features may 
be present in a section that is malignant histopathologically and yet the tumor may 
run a benign course and it may not recur after a conservative local excision. 

Blue nevus is readily diagnosed by the presence of masses of large spindle- 
shaped dendritic melanoblasts in the midcorium and upper corium and about the 
dermal appendages. Occasionally there may be many ordinary nevus cells also 
present in these sections to add confusion. I have seen several cases of cellular blue 
nevi in which the pigmented cells were massed to form large solid cellular tumors. 
The sections in these cases are frightening, and it is always reassuring to learn 
that the tumors have been present since infancy without any noticeable change in 
their appearance. 

The diagnosis of the individual members of the lymphoma group from histo- 
pathologic sections is not always possible. Much more information of diagnostic 
value may at times be obtained from tissue imprints and hematologic study. The 
diagnosis of lymphocytic lymphoma should be suspected in cases of erythroderma 
in which the section shows a dense monomorphous cellular infiltrate in the sub- 


epidermal layer. I have seen identical changes, however, in sections from several 


cases of superficial epithelioma, and a knowledge of the gross appearance of the 
lesion in these cases helped me to avoid a wrong diagnosis by sectioning more 
deeply into the block until I found the cancer. Mycosis fungoides can generally 
be diagnosed even in early lesions, for one frequently finds intraepidermal micro- 
abscesses, a multiple cell type of infiltrate with pyknosis, fragmentation and clump- 
ing of cells, and many mitotic figures. In Hodgkin’s disease one should find in the 
lymph nodes and occasionally in the skin the Sternberg-Reed giant cells and areas 
of focal necrosis and fibrosis. While these histopathologic pictures are generally 
diagnostic for their respective diseases, | have seen patients in whom the histo- 
pathologic findings varied with the change in their clinical appearance. One patient 
may well demonstrate at one time or another all forms of the lymphoma group, 
both clinically and in the sections, during che protracted course of his illness. 
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In many of the controversial situations that I have mentioned the histopathologic 
study alone cannot lead to the correct final diagnosis. In each instance al! the 
clinical features must be ascertained arid then added to whatever information may 
be obtained through the use of the microscope before a final appraisal of the case 
is made. To attain the highest level of diagnostic skill in dermatology, one should 
study each patient with eyes that are disciplined by a knowledge of the pathologic 
processes that may be present; one should examine each histopathologic section 


with a vision that is ripened by clinical experience. 

In my remarks there is not a word that is new, nor ene idea that is original. 
This is a sermon that in one form or another has been preached before by every 
person who has the responsibility of making diagnoses from histopathologic see- 
tions. It is an appeal for the dethronement of the laboratory, so that you may 
recognize all of the inherent shortcomings of the dermatohistopathologist to which 
he is humanly entitled. It is a plea for the inclusion of dermatopathology as a 
regular partner in the day-by-day activities of all clinical dermatologists. The men 
with the microscopes are tired of striving to be Superman. 
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USE OF DIMERCAPROL (BAL) OINTMENT IN CHRONIC 
CHROME DERMATITIS 


H. N. COLE Jr., M.D. 
CLEVELAND 


ETIOLOGY OF CHROME DERMATITIS AND ITS FREQUENCY IN INDUSTRY 
 eyine IMI. compounds (chromic acid, chromates, and bichromates) are exceed- 

ingly active chemically and are powerful skin irritants. Their extensive uses 
In manufacturing processes are many and varied. Chief offenders are the alkaline 
chromates—potassium, sodium, and ammonium bichromates. 


Chromium compounds affect the tissue proteins, forming with them chemical 


compounds, as in the tanning of hides. In strong enough concentration they corrode 
the skin and mucous membranes. 

Strong solutions not concentrated enough to corrode the skin may produce a 
toxic dermatitis. In still weaker concentration, the chromates may sensitize the skin 
and cause an allergic dermatitis. 

Iengelhardt and Mayer? conclude that chrome dermatitis has become much 
commoner since the photographic method was adopted in the printing trade, They 
found it in 1 of every 4 of a group of 114 lithographers who handled chromium salts. 

The frequency of sensitization to chromium compounds is shown by Bonnevie's 
work.’ He found that only turpentine, primrose, wood tar, and mercury salts were 
definitely able to cause sensitization oftener. 

Schwartz, Tulipan, and Peck * are also of the opinion that chrome dermatitis 
is common in occurrence, They found that in 1,000 cases of occupational dermatitis 
in the state of Ohio, 60 workers had chrome ulcers and 31 had chrome dermatitis. 


PREVENTION AND TREATMENT 

There is no specific treatment for chrome dermatitis. The problem is therefore 
best approached by methods of prophylaxis. These include the wearing of long 
rubber gloves and the use of protective ointments. Petrolatum and hydrous wool fat 
(lanolin) or a mixture of the latter and liquid petrolatum have been suggested by 
Bering and Zitzke ° and Schwartz.' 

Krom the Department of Dermatology and Syphilology, Western Reserve University, and 
University Hospitals. 

1. Sachs, O., in Jadassohn, J., Editor: Handbuch der Haut- und Geschlechtskrankheiten, 
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uber die Ursachen der Ekzeme unter besonderer Berucksichtigung des diagnostischen Wertes 
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The use of 5% sodium bisulphite solution for cleansing the hands has been 
advocated by Engelhardt and Mayer? and Parkhurst.” This preparation reduces 
the chromium of bichromates with a valence of 6 to that with a valence of 3, the 
compounds of which are less injurious to the skin, 

At best, the treatment of chrome dermatitis in the past has been symptomatic, 
consisting of application of wet dressings, lotions, and ointments as indicated by the 
acuteness or chronicity of the process in the individual case. 


USE OF DIMERCAPROL IN EXPERIMENTAL CHROME INTOXICATION 

Braun and associates * in animal experiments found dimereapro! (BAL) to be 
an effective antidote in poisoning from bismuth, chromium, and nickel but of no 
value against thallium and vanadium. 

In the study of its use as an antidote for chrome-poisoning produced by potas- 
sium chromate, rabbits weighing between 2,000 to 3,000 gm. were used. Freshly 
prepared 3% aqueous solution of dimercaprol was injected intragluteally. Thirty 
milligrams of dimercaprol per kilogram of body weight was given one hour a‘ter 
administration of the toxic substance. Doses of 15 mg. per kilogram were given 6, 
24, and 48 hours thereafter. In rabbits treated with dimercaprol the fatal dose of 
potassium chromate was one and one-half times that for untreated animals. A single 
toxic dose of the metal was given. Treatment with dimercaprol was continued for 
nine days. During the last six days 7.5 mg. per kilogram of dimercaprol was given 
daily. The authors found that administration of dimercaprol must be started \vithin 
one hour after the administration of the toxic metal, if it is to be therapeutically 
effective. Control animals receiving the chromate showed anorexia and weight loss 
and died in coma in two to eight days. 


USE OF DIMERCAPROL OINTMENT IN THE TREATMENT OF CHROME 
DERMATITIS IN RABBITS 
The idea of using a weak concentration of dimereaprol (3% ) locally in ointment 
form in experimental and clinical studies of chronic chrome dermatitis was arrived 
at for two reasons. First, Osborne * stated that he had treated tive patients ade 
quately and several others inadequately by the intramuscular injection of dimer- 
caprol and found it to be of no value. [lis routine consisted of the use of 2 to 3 ce., 
depending upon the weight of the person, each day for a period of five to six days 
and then three times weekly for approximately two weeks thereafter. Second, from 
our standpoint the injection method of treatment was deemed impractical, as the 
majority of patients were not totally disabled from doing at least some type of work, 
and they would not consent to hospitalization. Finally, it was felt us justifiable to 
give dimercaprol by injection to ambulatory patients. 


The decision to use dimereaprol in a concentration of 3% in zine oxide pate 


U.S. P. (Lassar’s plain zine paste, without the salicylic acid) was partly due to 


6. Parkhurst, H. J.: Arch. Dermat. & Syph. 12:253, 1925. 


7. Braun, H. A.; Lusky, L. M., and Calvery, H. O.: J. Pharmacol. & Exper. Therap 
(Supp.) 87:119, 1946. 


8 Osborne, E. D.: Personal communication to the author. 
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Sulzberger’s experience in demonstrating the sensitizing potentialities of a 5% 
concentration ® plus the fact that it was found difficult to make up a suitable ointment 
with higher concentration of dimercaprol. 

Animal Studies.—Yor the experimental studies, white rabbits weighing between 2,000 and 
3,000 gm. were used. A 5% potassium bichromate solution was applied to the skin over an area 
measuring approximately 7 by 7 cm. This procedure was carried out two or three times weekly 
over a period of two months. The purpose of this was to more closely simulate a chronic 
chrome dermatitis. Also, it was hoped that in this way the animals would actually become 
sensitized to chrome. It was found that if the solution was applied daily, a severe acute derma- 
titis invariably resulted. It was the original plan to apply the solution to either side of each 
animal for closer comparison in evaluating the results, but when this procedure was carried out 
daily, apathy and anorexia developed in 50% of the animals, and they went into coma and died 
within a period of two weeks. 

Seven animals were used for control purposes and seven animals were treated by inunction 
of 3% dimercaprol ointment in zinc oxide paste limited to the areas of dermatitis. The inunction 
was carried out daily for a period of one week. In the control animals, petrolatum, petrolatum 
and hydrous wool fat (“lanolin”), and 3% bismuth tribromphenate in hydrous wool fat and 
petrolatum were employed for a corresponding period. 


The experimental chrome dermatitis was characterized by moderate to intense 
erythema accompanied by scattered crusted lesions. These crusts were thick and 
adherent and when removed revealed a clear, sharply defined, bright red, moist, 
ulcerated base. 

In the animals treated with dimercaprol objective improvement was noted within 
48 hours, and at the end of one week all the animals showed 25 to 50% improvement. 
The erythema had for the most part subsided, and, although some crusted lesions 
remained, they appeared to be regressing and the skin immediately adjacent was 
much less inflamed. In the control group no appreciable change was observed. In 
no instance was there any evidence of irritation as a result of the application of the 
dimereaproi ointment. 

Histologic sections of the skin from a treated anima! showed an essentially 
normal picture except for a mild infiltrate about the vessels and skin appendages, 


whereas sections from a control animal showed a severe inflammatory reaction 
throughout the upper cutis. 


USE OF BIMERCAPROL OINTMENT IN THE TREATMENT OF CHRONIC 
CHROME DERMATITIS IN| MAN 

This study included seven cases of chronic chrome dermatitis. Six of the patients 
were employed in the lithographing trade, in which the offending agent was a weak 
concentration of ammonium bichromate. One patient was in the chrome-plating 
industry. The total duration of the condition in this group varied from 1 year to 13 
years, with an average of six and one-half years. The earliest time of onset of the 
dermatitis after initial exposure was six months, but in one of these patients the 
difficulty did not commence until 20 years after the initial exposure. In three cases 
the dermatitis was limited to the hands, and in three, to the hands and forearms. 
In one case the eruption occurred on the face, on the right cheek and upper lip and 
about the external nares, in addition to the hands. No chrome ulcers were observed. 


9. Sulzberger, M. B.; Baer, R. L., and Kanof, A.: J. Clin. Invest. 25:488, 1946. 
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treatment. 


Fig. 2—Hospitalized patient 48 hours later after daily applications of 3% dimercaprol 
ointment. 


Fig. 1—Chronic chrome dermatitis before 
2 
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lour cases were classified as severe. in these the dermatitis was limited to the 
hands and forearms and showed extensive areas of erythema, vesiculation, weeping, 
and a diffuse folliculopapular eruption, Three cases were classified as mild, showing 
localized areas of erythema, scaling, and lichenization. 

‘Two of the patients with severe dermatitis were hospitalized for a period of two 
weeks and treated solely with daily applications of 3% dimercaprol ointment to the 


hig. 3.——At end of two weeks’ hospitalization treated with daily applications of 3% dimer- 
caprol ointment 


Fig. 4.——Same patient: dorsa of hands prior to therapy. 


affected areas. Both had complete clearing at the termination of their hospital stay, 
but both later had flareups on subsequent exposure to chromates. On continued 
ambulatory use of dimercaprol ointment, however, both are 75% improved. The 


third patient with severe chrome dermatitis, who has recently changed work and is 


no longer coming in contact with chrome, is 75% improved after the continued use 


of dimereaprol ointment for a period of four months. 
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Two of the patients with mild dermatitis, who have since changed their «work 


and are no longer coming in contact with chrome, were cured after the daily use of 


dimercaprol ointment for two months. The other patient with mild dermatitis, a 
person who still has occasional contact with chromates, is 75% improved after 
employing dimereaprol for two months. 

The final patient with severe dermatitis, with extensive involvement of hands 
and forearms, did not tolerate dimereaprol from the first application. In fact, it 
unquestionably aggravated his condition and its use had to be discontinued. \ patch 
test with the dimereaprol ointment was positive. 

All patients stated that they noted slight burning on the first few applications of 
the ointment, but no other instances of sensitivity or intolerance have since been 
observed. One patient has now been using the preparation daily for a period of five 
months ; another, for a period of four months, and four patients have been employing 
it for a period of two months. 


Fig. 5.—Same patient after two weeks of therapy 


All patients included in this study showed a positive reaction to a patch test with 
0.5% potassium bichromate solution. 


COMMENT 


Sulzberger, Baer, and Kanof ” demonstrated that they were able to create skin 
sensitization of normal skin to dimercaprol with repeated applications of a 5% 
ointment in 19% of 8& subjects. They further showed that this ointment caused 
definite dermatitis in 66% of 53 subjects whose skin was previously damaged by 
dichlorodiethy] sulfide (mustard gas ). 

In the present series of seven cases of chronic chrome dermatitis, there was one 
in which the patient showed an intolerance to dimercaprol when applied locally in a 
3% concentration. The series is too small to be of any significance so far as percent- 
ages are concerned, However, it does seem significant that six of the patients have 
continued the daily application of the ointment to extensive areas on the hands and 
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forearms for periods ranging from two to five months without any untoward reac- 
tion being noted. Furthermore, in the one patient who did not tolerate the ointment 
the intolerance was manifested at the time of the initial application and did not 


appear to be of the order of a sensitization phenomenon. : 

Likewise, in the small-scale animal study, the dimercaprol ointment appeared 
to be well tolerated, although here, of course, it was applied to small localized areas 
of the skin for only a brief period. 

This discrepancy with previous studies might be accounted for by the difference 
in the ointment base employed. 

It is significant that in two cases of severe long-standing chrome dermatitis hos- 
pitalization and the use of 3% dimercaprol ointment brought about complete clinical 
remission within two weeks. 

SUMMARY 

A brief survey of the chrome dermatitis problem, and the rationale for the use 
of dimereaprol (BAL) and its management is presented. 

Results of a small-scale animal study are presented which showed 25 to 50% 
improvement within one week in animals with experimentally produced chrome 
dermatitis treated with.3% dimercaprol ointment. 

A clinical study of seven cases of chronic chrome dermatitis is presented. 
Intolerance to dimercaprol was noted in a single case. Two hospitalized patients 
with severe dermatitis showed complete clinical remission within a period of two 
weeks with the daily application of 3% dimercaprol ointment to the affected areas. 
The four remaining patients, still exposed to chromates, have shown up to 75% 
improvement with the continued daily use of the ointment for periods ranging from 
two to five months. No other instances of intolerance or sensitization have been 
noted. 

it is suggested that local use of 3% dimercaprol ointment may be of value in 
cases of chronic heavy metal dermatitis, particularly in chronic chrome dermatitis, 
for which the chnician has no other agent of known value or specific action to offer. 
The patients should be hospitalized to get best results. 

Dr. Laurence Peters, Assistant Professor of Pharmacology, gave advice in connection with 
the animal studies. 
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RECURRENT HERPES SIMPLEX INFECTIONS OF UPPER 
EXTREMITIES WITH LYMPHANGITIS 


Report of Three Cases with Virus Studies in Two 


CAPTAIN E. RANDOLPH TRICE 


MEDICAL CORPS, ARMY OF THE UNITED STATES 
AND 


JUNE CAROL SHAFER, M.D. 
ARLINGTON, VA. 


HE PROTEAN nature of infections due to the virus of herpes simplex has 

been repeatedly emphasized, and unusual clinical manifestations caused by this 
virus are being recorded with increasing frequency.’ Herpes simplex infections 
occurring on the fingers or forearms, however, have been described only rarely, and 
their association with lymphangitis is even more unusal.*— Furthermore, actual 
identification of the virus has been accomplished only in occasional instances. 

It is the purpose of this paper to report on two patients with recurrent herpes 
simplex infections on the fingers and one patient with recurrent herpes simplex 
infection on the forearm, in which lymphangitis was a prominent feature. Herpes 


simplex virus was isolated and identified from two of these patients. Virus studies 


were not attempted in the third case. 


METHODS OF VIRUS ISOLATION AND IDENTIFICATION 

The method followed in these cases for the identification of herpes simplex virus 
has been described by Beveridge and Burnet.‘ 

Virus isolation and identification were accomplished through the cooperation of Miss Naney 
Rogers and Dr. M. R. Hilleman, of the Department of Virus and Rickettsial Diseases, Army 
Medical Service Graduate School. 

From the Dermatology and Syphilology Section, Walter Reed Army Hospital, Washington, 
D. C. (Lieutenant Colonel William N. Piper, Medical Corps, Army of the United States, Chief 
of Section), and the Department of Dermatology and Syphilology, Georgetown University School 
of Medicine, Washington, D. C. 

1. (a) Scott, T. F. M., in Rivers, T. M.: Viral and Rickettsial Infections of Man. Phila- 
delphia, J. P. Lippincott Company, 1948. (b) Blank, H.: Virus Diseases Affecting the Skin: 
A Summary of Recent Advances, Acta dermat.-venereol. 29:77, 1949. (c) Ebert, M. H.: The 
Herpes Problem, M. Clin. North America 33:145 (Jan.) 1949. (d) Hilleman, M. R.: Viruses 
of Special Interest to the Dermatologist: A Review, Arch. Dermat. & Syph. 61:210 (Feb.) 
1950. 

2. Ebert, M. H.: Personal communication to the authors. Blank, H.: Personal communi- 
cation to the authors. 

3. Beveridge, W. I. B., and Burnet, fF. M.: Cultivation of Viruses and Rickettsiae in the 
Chick Embryo, Medical Research Council, Special Report Series, No. 256, London, His Maijesty’s 
Stationery Office, 1946. 
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Collection of Spectmen,—¥luid was aspirated from intact vesicles under sterile conditions 
with use of a tuberculin syringe with a 26-gauge needle. Because of the small amount of fluid 
in the vesicles, 0.1 ce. of sterile isotonic sodium chloride solution was drawn into the syringe 
prior to aspiration. This afforded a convenient method of rinsing the fluid which would 
otherwise remain in the syringe and needle, and it yielded a specimen that was less likely to dry 
before it reached the laboratory. In addition, 10 cc. of blood was drawn at the time of vesicle 
aspiration (acute serum), and an equal amount was drawn 21 days later (convalescent serum). 

!solation of Virus.—To isolate the virus agent, the chorioallantoic sac of embryonated eggs 
was inoculated with dilutions of the vesicle fluid. The eggs were harvested after three days’ 
incubation, and plaques or pocks suggestive of virus infection were noted on the chorioallanwwic 
membranes (Fig. 1). 

Identification of Virus.—Identification of the agent isolated in eggs was accomplished by 
neutralization of the virus in the presence of specific immune herpes antiserum and demonstration 
of acidophilic intranuclear inclusion bedies in a susceptible host. 

Serologic Demonstration of Virus Antibody.—The presence of specific antibody against 
herpes simplex virus in the patients’ serum was demonstrated by neutralization tests with known 


Fig. 1.—Pocks of virus growth on chorioallantoie membrane. Inoculum taken from Case. 1. 


herpes virus. Acute and convalescent sera of Case 1 neutralized a known strain of herpes simplex 
virus in approximately equal titers, while in Case 2 a fivefold rise in neutralizing antibody against 


herpes simplex virus was demonstrated in the convalescent: serum. 


REPORT OF CASES 


Case 1A 22-year-old man was seen in October, 1950, with three small grouped vesicles 
on a moderately inflammatory base on the dorsum of the right index finger. (lig. 2.1). The 
lesions had been present three days and contained opalescent material. There was moderate 
tenderness and pain in the right arm and lymphangitis and tender enlargement of the epitrochlear 
and axillary lymph nodes of the extremity. The temperature was 100 F. Herpes simplex virus 
was isolated from the vesicle fluid. The patient was treated with aureomycin, 250 mg. four times 
daily for six days. The lymphangitis and lymphadenitis subsided within 48 hours, and the lesions 
resolved in six days. 

Three previous episodes of herpetic lesions had occurred at the same site during the preceding 
two vears. In each attack, local pain and tenderness were associated with lymphangitis of the 
extremity. Each episode had been treated as a pyogenic infection, with parenteral injections of 


penicillin, and had required 8 to 10 days to resolve. There was no history of trauma to the finger 


preceding the eruption or of herpetic lesions elsewhere. 
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Case 2.—A 26-year-old woman was seen in March, 1952, with grouped vesicular lesions on 
the palmar surface of the left index finger (Fig. 22). The lesions had been present for two days 
and were associated with moderate local discomfort. On the day following admission, the 
vesicular fluid became opalescent and lymphangitic streaks were seen on the forearm. There was 
increase in local pain but no palpable lymphadenopathy. Herpes simplex virus was tsolated 
from the vesicular fluid. Treatment included oxytetracycline (“terramyecin’™), 250 mg. three 
times daily for four days. Rapid disappearance of lymphangitis followed, and the lesions resolved 
in five days. 

Two previous attacks of herpetic lesions had occurred in the same area within the preceding 
10 months. The eruption had been treated as an infected abrasion by previous observers. There 
was no history of trauma to the finger preceding the eruption or of previous herpetic lesions 
elsewhere. 

Case 3.—A 24-year-old nurse was seen in September, 1949, with a circumseribed vesicular 
lesion on the volar surface of the right forearm associated with lymphangitis and tender enlarge 
ment of the right epitrochlear and axillary lymph nodes. There was marked pain in the entire 
extremity. A tentative diagnosis of herpes zoster with secondary infection was made, but. the 


lymphangitis responded poorly to parenteral penicillin therapy. When similar episodes occurred 


Fig. 2-1, three herpetic vesicles grouped on an erythematous base on the dorsum of the 


right index finger in Case 1. 2B, herpetic lesions on the palmar surface of the left index finger 


in Case 2. 
in the same location in January, 1951, and again in April, 1951, the diagnosis of recurrent herpes 
simplex was made. These attacks were treated with aureomyein and chloramphenicol, respec 
tively. In March, 1952, the eruption recurred with pain but without lymphangitis and was treated 
with chloramphenicol by mouth. Antibiotic therapy appeared to have little effeet on the duration 
of the infection, 

Each episode was associated with malaise, headache, low-grade fever, and severe aching pain 
in the entire extremity. Tis aching persisted for several weeks after the local lesions had 
resolved. There was no history of virus infections other than chicken pox and measles in child 


hood and intectious hepatitis at the age of 21. The patient had never had “fever blisters.’ 


COMMENT 
While it is generally accepted that herpes simplex virus may cause infection on 
any portion of the skin surface, its occurrence in unusual sites, such as the fingers 


or forearm, has received little attention, In the few previously published cases, pain 


and lymphangitis were not prominent features. Adamson, in 1909, described four 


4. Adamson, H. G.: Herpes Febrilis Attacking the Fingers, Brit. J. Dermat. 21:323, 1909 
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children with herpetiform eruptions on the fingers, but no virus studies were avail- 


able to confirm the clinical diagnoses. In a recent study, Slavin and Ferguson ° 


summarized examples of zoster-like eruptions due to herpes simplex virus, in which 
lesions involved the head, trunk, or extremities. Sixteen previously reported cases 
and five cases of these authors were included. Among the patients only three had 
lesions on the fingers. One of these, originally reported by Nicolau and Poincloux,® 
had recurrent herpes of the right index finger associated with pain in the right 
shoulder but unaccompanied by lymphangitis. A second patient, originally described 
by Gougerot and Blum,’ had recurrent herpetic lesions on the right middle finger 
accompanied by lymphadenitis and lymphangitis. Material from the lesions of this 
patient caused keratitis in rabbits, but not until 10 days after inoculation. No other 
virus studies were reported, The third patient, studied by Slavin and Ferguson,’ had 
lesions on the right middle finger with local pain and swelling but without lymphan- 
gitis. The latter authors suggested that the lesions of herpes simplex may develop 
by inoculation of material from a herpes labialis infection. In their case the diagnosis 
of herpes simplex infection was confirmed by isolation and identification of the virus. 

The patients presented in this report showed the following clinical features : 
Grouped herpetic vesicles containing clear to pseudopurulent fluid were present 
on the fingers or forearm. The associated pain and tenderness varied from mild 
local discomfort to severe aching pain of the entire extremity. Lymphangitis was 
present in all three patients, and in two of these persons tender regional lymphadeno- 
pathy occurred, 

Krroneous initial diagnoses were made for all three patients. It was only with 
recurrences that a correct diagnosis was established. In two patients (Cases 1 and 
2) the eruptions resembled banal pyogenic infections with lymphangitis, which 
responded poorly, however, to penicillin therapy. In the third patient (Case 3) 
the herpetic lesions were accompanied by marked pain suggesting herpes zoster. 
Since lymphangitis is not uncommon in herpes zoster, the correct diagnosis was 
not made until recurrences took place. 

Virus studies from two patients (Cases 1 and 2) unequivocally demonstrated 
the presence of herpes simplex virus. It was of interest that a fivefold rise in 
antibody titer during convalescence was demonstrated in one patient (Case 2) in 
spite of a history of two previous episodes of the same type of eruption at the same 
site. Although no virus studies were attempted on the remaining patient (Case 3), 
the clinical findings made any other diagnosis highly improbable. 

The diagnosis of herpes simplex infections of this type can often be suggested by 
the clinical manifestations alone. Frequently, sufficient, but not necessarily conclu- 
sive, evidence of the nature of such infections may be established when the clinical 
features are correlated with the simpler laboratory procedures, such as cytologic 
smears (Tzanck test),® searification of the rabbit cornea with vesicle fluid, or 

5. Slavin, H. B., and Ferguson, J. J., Jr: Zoster-Like Eruptions Caused by the Virus of 
Herpes Simplex, Am. J. Med. 8:456 (April) 1950. 

6. Nicolau, S., and Poincloux, P., cited by Slavin and Ferguson.5 

7. Gougerot, A., and Blum, P., cited by Slavin and Ferguson.5 

8. Blank, H.; Burgoon, C. F.; Baldridge, G. D.; MeCarthy, P. L., and Urbach, F.: Cyto- 
logic Smears in Diagnosis of Herpes Simplex, Herpes Zoster, and Varicella, J. A. M. A, 


146:1410 (Aug. 11) 1951. 
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histologic study of biopsy material. Positive identification of herpes simplex virus, 
as was done in two of these cases, is a highly technical and time-consuming labora- 
tory procedure and therefore cannot be recommended for routine use. 

In spite of extensive investigation, the pathoge: esis of the varied manifestations 
of herpes simplex infections has not been well estab.ished. It is possible that lesions 
on the extremities develop after inoculation from other areas, such as the lips and 
mouth of the same patient or from contact with herpes lesions from another person. 
There was no history of preexisting herpes simplex infections at other areas, such 
as the lips, in the patients reported. The possibility of centrifugal migration of 
the virus along sensory nerve trunks to the skin from a focus of herpes elsewhere 
in the body was considered by Slavin and Ferguson ° to explain the development of 
zosteriform eruptions. The hematogenous spread from a focus to the skin has not 
been sufficiently studied. In the three cases reported in this paper, there is insuffi- 
cient evidence to permit one to draw conclusions regarding the development. of 
herpes simplex infections on the extremities. 

The pathogenesis of the lymphangitis and lymphadenitis associated with these 
infections is even less readily explained. There has been some evidence suggesting 
that the lymphangitis accompanying herpes zoster is nonbacterial in most cases.’* 
This may also be possible in herpes simplex infections. Bacterial cultures from 


the skin lesions were not done in the cases presented, and lymph node material 


was not examined. 


No conclusions can be drawn from the use of antibiotic therapy in these three 
cases. There has been little evidence of a direct effect of antibiotics against the virus 
of herpes simplex in vivo." 

SUMMARY AND CONCLUSIONS 

Three cases of recurrent infection of the fingers or forearm due to the herpes 
simplex virus are reported. lever, local or regional pain, lymphangitis, and 
lymphadenitis were prominent associated findings. Herpes simplex virus was 
isolated and positively identified from the two patients studied. 

The similarity of recurrent herpes simplex to pyogenic infections or to herpes 
zoster may be striking and may lead to errors in diagnosis. 

The pathogenesis of this syndrome canndt be readily explained, and no conclu- 
sions regarding the efficacy of antibiotic therapy could be made from the cases 
presented. 

9. Smadel, J. D.: Present Status of Antibiotic Therapy in Viral and Rickettsial Disease, 
Bull. New York Acad. Med, 27:221 (April) 1951. Findley, G. M.: The Chemotherapy of 
Human Virus Infections, J. Pharmacol. & Exper. Therap. 3:193 (April) 1951. 
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TREATMENT OF PYOGENIC SKIN INFECTIONS WITH 
PENICILLIN GIVEN ORALLY 


JAMES M. FLOOD, M.D. 
SAYRE, PA. 


of the use of penicillin in a variety of infections has 

heen established by Bunn and his associates,’ and others. Flippin 
and tsrael * demonstrated that effective plasma levels can be produced with 200,000- 
unit tablets taken three or four times daily. 

The purpose of this report is to show the effectiveness of orally administered 
penicillin in the treatment of pyogenic dermatoses. The subjects for treatment were 
selected on the basis of their having a clinically demonstrated pyogenic infection, 
and bacterial cultures were obtained before treatment in all cases except one. No 
other treatment, such as wet dressings or local applications of ointments, was used. 

The Table presents the cases and the results obtained. In all cases except one 
the response was immediate and the pyogenic infection was well under control in 
three to four days. Therapy was continued usually in reduced dosage, beyond this 
time, in order to prevent a relapse. In Case 4 the response was poor, and the 
infection also failed to respond to penicillin’ procaine by parenteral injection 
(300,000 units daily) over a period of four days. Further bacteriologic study 
revealed that the organism involved (hemolytic type of Micrococcus pyogenes var. 


aureus) was not susceptible to penicillin. There was subsequent rapid control of 


the infection with aureomyein, the antibiotic of choice, as determined by sensitivity 
tests. 
COMMENT 


Although the number of cases here considered is too small to be of statistical 
significance, it is interesting to note that in no case did sensitivity or gastric irrita- 
tion result from the medication used. 

The dosage varied considerably, but I believe an effective schedule for the aver- 
age adult would be 400,000 units (2 tablets) three times daily for three days, and 

From the Department of Dermatology of Guthrie Clinie and Robert Packer Hospital. 

The penicillin (penicillin G potassium tablets, 200,000 units, buffered and penicillin G = solu- 
bl> tablets, 100,000 units, “pentids,”) used in this study was supplied through the courtesy of Dr. 
Harvey Blank, Associate Medical Director, FE. R. Squibb & Sons. This study was supported 
by a grant from I. R. Squibb & Sons 

1. Keefer, C. S.: Evaluation of Antibiotic Therapy, Postgrad. Med. 9:101-105 (Feb.) 
1951; Dosage Forms of Penicillin for Systemic Infections, Am. J. Med. 7:216-220 ( Aug.) 1949. 

2. Bunn, P.; Caldwell, FE. R.; Adan, C.; Leffer, M., and Dowling, H.: Absorption and 
Clinical Use of Penicillin Preparations Given in Large Oral Doses: Cooperative Study Utiliz- 
ing Discontinuous Therapy, J. A. M. A. 144:1540-1543) (Dee. 30) 1950. 

3. Flippin, H. F., and Israel, H. L.: Symposium on Infectious Diseases: Management of 
Bacterial Pneumonias, M. Clin. North America 34:1653-16606 (Nov.) 1950. 
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then 200,000 units (1 tablet) three times daily for five to seven days. Fifty tablets 
would probably control the majority of such infections in adults. For children, a 
soluble tablet containing 100,000 units of penicillin G potassium was used, and 
about one-half the total dose used for adults was given. 


Results of Treatment of Pyogenic Dermatoses with Oraily Administered Penicillin 


Diagnosis Cultures Oral Penieillin Result 


Infectious eezematoid Hemolytie M. pyogenes daily, Excellent 
dermatitis, right ear var. aureus 4 days; 200.0000 
2 ™ daily, 6 days 
impetigo, face Hemolytic M. pyovenes 100,000 4 & daily, Excellent 
var. aureus 4 days; 200,000 u 
3 daily, 7 days 
Fezematoid dermatitis, Str. pyogenes 200,000 daily, Giood 
legs, secondary intee- 7 days 
tion 
Eezematoid dermatitis, Hemolytic M. pyogenes 400,000 4 & daily, Poor 
hand, secondary in- var, aureus 7 days 
fection 
Stasis dermatitis, with Str. pyogenes 100,000 0. 4 daily, Excellent 
secondary impetiginous 7 days 
dermatitis of legs 
Feze:natoid dermatitis, Str. pyogenes 200,000 a. daily, Excellent 
with secondary infee- 7 days 
tion 
Eezematoid dermatitis, Str. pyogenes 200,000 daily Excellent 
hands, with secondary 
infeetion 
Eezematoid dermatitis, Str. pyogenes 100,000 daily, Excellent 
hands, secondary in- 3 days; 200,000 U 
feetion 3 & daily, 5 days 
Acne vulgaris Hemolytic M. pyogenes 200,000 4X daily, Good 
var. aureus days 
Acne vulgaris Hemolytic M. pyogenes 400,000 4 & daily, Ciood + 
var. aureus 4 days; 200,000 0 
4 x daily, 17 days 
Cellulitis of left foot No culture, elinieally 100,000 u. 4 daily, Excellent 
associated with con- a Streptococcus in- 3 days; 200,000 U 
tact dermatitis fection 2 daily, 7 days 
Pyogenie infection Str. pyovenes 200,000 4X daily, Excellent 
secondary to a burn 3 days; 100,000 0 
x daily, 5 days 
Ecthyma Streptococcus mitis 100,000 daily, Exeellent 
3 days: 100,000 u 
daily, 5 days 
Impetigo Hemolytic M. pyogenes 100,000 U4 & daily, Exeellent 
Var, aureus; Str. days; treatment 
pyovenes lupse 2 days, then 
100,000 4 & daily, 
6 days 


Impetigo, secondary to Hemolytic M. pyoxenes 200,000 daily, Excellent 
flea bites var. aureus 3 days; 100,000 u 
3 ™& daily, 5 days 

Dyshidrosis of hands, Str. pyogenes 100,000 daily, Exeellent 
with secondary intee 3 days: 200,000 0 

tion 3 & daily, 2 days} 


* The patient was treated for seven days with penicillin by mouth, with only slight improvement; treatment was then 
ehanged to intramuscular injection of penicillin G procaine, 300,000 units daily, with no additional improvement.  Sensi- 
tivity tests showed that the organism was not sensitive to penicillin. The infeetion was then controlled with aureomyein 
by mouth. 

* Good control of the pyogenic element 

$ Diphenmethanil methylsulfate (‘prantal’), 100 mg. 4 times daily, was also used to control sweating of the hands 


Since forms of antibiotics to be given orally are easier and pleasanter to take 
and less time-consuming to administer, and since penicillin for oral use costs 
approximately one-half as much as other oral antibiotics, its use in pyogenic infec- 
tions would be of definite advantage to both patient and physician. 


The number of cases reported here is small, but the results leave little doubt 


that penicillin by the oral route appears to be effective in controlling pyogenic 


infections of the skin. 
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SPOROTRICHOSIS PRODUCED BY SPOROTRICHUM GOUGEROTI 
Report of a Case and Review of the Literature 
J. M. YOUNG, M.D. 
AND 


ELIZABETH ULRICH 
MEMPHIS 


S POROTRICHOSIS, while not a rare disease, is seldom reported. Gougerot,’ in 
a recent report, states that this disease has been reported in all countries but its 


incidence apparently is on the decrease. ‘The commonest causative agent is Sporot- 


richum schenckiu, but numerous other fungi of the genus Sporotrichum have pro- 
duced clinical disease in man and other animals. This article presents a case with a 
small isolated cystic lesion from which Sporotrichum gougeroti was obtained in pure 
culture. 
REPORT OF CASE 

A. M., a 33-year-old white man, entered Kennedy Veterans Administration Hospital for 
treatment of pulmonary tuberculosis. An incidental finding on physical examination was a small 
subcutaneous cyst on the lateral surface of his left wrist. This had appeared without known 
cause 18 months before admission as a single small subcutaneous nodule, which had slowly grown 
to a size of 2 by 2 by lcm. (Fig. 14). This had never ulcerated and had produced no significant 
symptoms. The skin covering the cyst was of normal color but slightly thickened and attached 
to the cyst, which was soft and fluctuant. No other similar lesions had ever been present. At 
no time had the patient noted lymphangitis or adenitis. : 

On two occasions, after admission of the patient to this hospital, the cyst was aspirated and 
a thick creamy purulent fluid obtained. After the second aspiration, a sinus tract developed. 
Since this lesion was small and freely movable, it was excised, and in the succeeding seven 
months it has not recurred. 

MYCOLOGY 


Direct Examination of Aspirated Fluid —On two occasions the aspirated mate- 
rial, prepared with 10% sodium hydroxide, revealed organisms present in large 
numbers (Fig. 1B). These organisms occurred as single cells, or as strands of cells, 
originating from a parent cell. The individual cells had thin or thick walls and 
were either spherical or slightly elongated. The strands of cells were generally 
composed of thick-walled spherical cells at one end, and as the other end of the 

From the Laboratory Service, Veterans Administration Medical Teaching Group, Kennedy 
Hospital, Memphis. 

Reviewed in the Veterans Administration and published with the approval of the Chief 
Medical Director. The statements and conclusions published by the authors are the results of 
their own study and do not necessarily reflect the opinion or policy of the Veterans Administra- 
tion. 

1. Gougerot, H.: New Insight Gained in General Pathology and Practical Medicine by the 
Study of Sporotrichoses, Ann. New York Acad. Sc. 50:1348-1356, 1950. 
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Fig. 1—A, lesion on left forearm (natural size) ; sinus developed after second aspiration. B, 
direct examination of aspirated material treated with sodium hydroxide; » 200. C, photo- 
micrograph showing microabscesses, granulomatous reaction, and numerous groups and chains 
of organisms ; hematoxylin and eosin; * 100. J), photomicrograph showing budding and possibly 
splitting of organisms; hematoxylin and eosin; * 400. 
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strand was approached these became thinner-walled and more elongated. In some 
instances, however, thick-walled cells were inserted between thin-walled cells. Short 
lateral branches, a few cells in length, were also present. Sizes of the cells ranged 
from 3 to 12 p. 

Culture Studies.-Routine cultures for aerobic and anaerobic bacterial organisms 
were negative. Cultures for Myevbacterium tuberculosis were negative. S. gougeroti 
was Isolated in pure culture on Sabouraud’s and Littman’s oxbile medium at room 
temperature and on Thompson’s medium at 37 C. Growth was apparent in two 
days at room temperature and from the first was black, hard, and dry. The fungus 
grew rapidly, practically covering a large slant in 15 days. The growth was heaped, 
thick, and deeply wrinkled on the surface and grew deep into the medium. At first 
it was waxy and shiny in appearance, but with age many of the ridges became 
smoky gray, with a velvety surface (Fig. 2.1). Growth on Czapek’s agar at four 
weeks was very scant, as compared with that on other types of medium. Maximum 
and equal growth was attained on Sabouraud’s and 4% glucose agar. The velvety 
surface of a colony was less pronounced on 1% corn meal agar. 

The microscopic morphologic study was done by slide cultures, hanging drop 
cultures, and broth cultures incubated at room temperature for various lengths of 
time. In hanging drop cultures of 4% glucose gelatin examined at 48 to 72 hours, 
the organisms closely resembled those seen on direct examination of the original 
material (Fig. 18). The organism proved to be identical with S. gougeroti as 
described by Grigoraki in 1924 * and Beurmann and Gougerot.’ Observation showed 
monocellular oval sprout cells and mycelium of moniliform filaments (Fig. 2B). 
Similar growth occurred in 4% glucose broth. The production of hyphal structure, 
retaining some of the early moniliform mycelium, was demonstrated at 13 days 
(lig. 2C). Blastospores were produced laterally along the hyphae, forming clusters 
or tufts. Often, however, single blastospores were produced, which, in turn, devel- 
oped into short moniliform mycelium (Fig. 27). With 1% glucose corn meal, the 
sporulation was much more profuse. Many clusters of spores were produced averag- 
ing from 10 to 20 spores, the entire group being held together by a mass of semi- 
transparent amorphous substance. The size of the spores was approximately 5 in 
diameter (Mig. 3.4). Om later observation of this culture medium, mature clusters 
of blastospores occurred on what appeared to be a supporting cell from the thallus. 
The supporting cells, however, elongated and became a part of the mycelium. From 
a mature cluster, germination could be seen at one to three different points (Fig. 

To produce coremia, glucose gelatin was utilized. The mycelium broke into 
definite, regular, rectangular forms, and surrounding this was a mass of spores 
(Fig. 3D). 

Animal Inoculation.—Suspensions were made from four-day growth of organ- 
isms from Sabouraud’s agar. Seven mice were inoculated intraperitoneally with 0.1 


ml. of suspension and 0.1 ml. of 5% mucin. All were killed at 15 days, and no 


pathology was observed. Five mice inoculated intraperiteneally with 0.5 ml. of 


2. Grigoraki, L.: Les champignons parasites du syndrome de Beurmann et Gougerot et 
Véspéce Rhinocladium Gougeroti, Bull. Soc. mye. France 40:272-276, 1924. 
3. de Beurmann, L., and Gougerot, H.: Les Sporotrichum pathogeénes, Paris, R. Blanchard, 


1911. 
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Fig. 2—A, growth of organisms on Sabouraud’s medium. B, hanging drop culture (4% 
glucose gelatin), 48 to 72 hours; « 400. C, hanging drop culture (4% glucose broth), 13 days; 
« 400. YD, slide culture (4% glucose agar), 7 days; % 200. 
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Fig. 3.—A, slide culture (1% glucose corn meal agar), 7 days; < 200. (B, slide culture (1% 
glucose corn meal agar), 21 days; « 200. C, same as B; x 400. D, broth culture (4% glucose 
gelatin), showing coremia, 14 days; x 400. 
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suspension, without mucin, were killed at 25 days. All were normal except two which 
had greatly enlarged spleens. Microscopic sections showed only splenic congestion. 
One guinea pig was inoculated subcutaneously, intraperitoneally, and in both testicles 
with 0.12 ml. of suspension. The animal was killed at 25 days, and no pathology was 
observed other than nonspecific orchitis. Inoculation of a second animal with 0.12 
ml. of suspension intramuscularly and in both testicles produced no lesions at the 
end of 25 days. 
PATHOLOGY 

The excised specimen measured 3 by 2 by 1.6 cm. and was covered on one 
surface by skin which was thickened and firmly attached to an underlying thick- 
walled cyst. In the center of the epithelial surface was a sinus tract that led into 
the cyst, which contained a thick creamy pus and granulation tissue. 

Microscopically, the cyst wall was a dense, thick hyaline fibrous tissue which 
blended gradually with the subcutaneous tissues. The central part of the lesion 
revealed a granulomatous inflammatory reaction with many microabscesses and 
remnants of hyperplastic epithelium (Fig. 1 C). Throughout this reaction there were 
great numbers of golden-brown oveid and spherical bodies, occurring singly or in 
chains, in giant cells, or free in the tissues. Some of the organisms were septate, 
and others often formed short chains which occasionally branched. Reproduction 
in the tissues was by budding and possibly splitting. The organisms varied in size 
from 6 to 8 » in the chains to 25 » for the larger single bodies. The longest chains 
were 8 to 10 organisms in length (Fig. 1 /)). 


COMMENT 


S. gougeroti was first named, in 1910, by Matruchot.*- He stated that the speci- 
men of fungus, which had been isolated from a deep gummatous lesion in human 
leg muscle, was furnished him by Beurmann and Gougerot. Matruchot studied 
this organism, along with S. schenckii and Sporotrichum beaurmanni, and concluded 
that these three organisms are distinct species. S. gougeroti was isolated in 1907 by 
Gougerot.’ S. beurmanni was isolated in 1903 by Beurmann and Raymond * from 
multiple subcutaneous lesions in a man. S. schenckii was isolated in 1896 by Schenk 
(cited by Jacobson *) from an iron worker in St. Louis. 

Vuillemin ° later placed this organism, 5. gougeroti, in another genus, Rhino- 
cladium, along with certain others, R. beurmanni, R. asteroides, and R. schenckii. 
In 1924 Grigoraki * studied these four organisms and reported that from the myco- 
logical point of view S. gougeroti was distinct from the others, and he placed it in 
still another genus, Dematium. Gougerot, together with Matruchot and Duche,® 
however, has objected to all changes in terminology since the naming of the organ- 
ism by Matruchot in 1910.* 


4. Matruchot, M. L.: Sur un nouveau groupe de champignons pathogénes, agents des 
Sporotrichoses, Compt. rend. Acad. sc. 150:543-545, 1910. 

5. Darier, Sabouraud, Gougerot, Milian, Pautrier, Ravaut, Sezary, Simon, editors: 
Nouvelle practique dermatologique, Paris, Masson & Cie, 1936, Vol. 2, p. 498. 

6. de Beurmann, L., and Raymond, L.: Abscés souscutanés multiples d’origine mycosique, 
Ann. dermat. et syph. 4:678-685, 1903. 


7. Jacobson, H. P.: Fungous Diseases, Baltimore, Charles C Thomas, Publisher, 1932, 
p. 123. 
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The jungi imperfecti are classified by Saccardo (cited by Dodge *) into three 
orders, the Sphiropsidales, the Melanconiales, and the Moniliales. Those in the order 
Moniliales which are black are placed in the family Dematiaceae. Color in the fungi, 
however, is not a basic characteristic for such an important family subdivision.” A 
great many of these black fungi have been described, though many of them incom- 
pletely. Therefore, it is to be expected that mycologists do not agree on a system 
of classification and nomenclature for this group of organisms. It is, of course, 
entirely possible that a new classification will gradually evolve as knowledge accumu- 
lates concerning the various members of this group. The finding of the perfect stage, 
1. ¢., the method of sexual reproduction, would be most valuable in removing these 
organisms from the fungi imperfecti and placing them in their proper taxonomic 
position, 

There is question as to how many different organisms may be responsible for 
sporotrichosis. At one time Castellani (cited by Jacobson *) listed 10) species 
parasitic for man, Buschke and Langer (cited by Skinner and associates ") recog- 
nized 13. Many leading mycologists, however, believe that all these strains, includ- 
ing S. beurmanni, are only variants of a single species, S. schenckii. 

The fungus isolated in the case described above, however, is not S. schenckii 
or a variant thereof. The differences between these two organisms as observed by 
us are as follows: S. gougeroti is black from the first day of growth and does not 
lose pigment or give rise to pleomorphism through age or transfers. On corn meal 
agar the groups of spores usually are sessile, and the spores are held together by 
a gelatinous substance. S. gougeroti in the tissue section was present as sclerotic 
bodies, resembling in some respects chromoblastomycosis, but Gougerot '" states 
that this is consistent with the yeast, or blastomycete, phase in tissue. Dodge '! 
likewise believes that the pathological picture in tissue is consistent with S. gougeroti. 
S. schenckii is usually white from the first and darkens only with age. On corn 
meal agar its groups of spores are usually produced on distinct conidiophores of 
various lengths. S. schenckii is rarely seen in tissues and occurs as small Gram- 
positive cigar-shaped bodies or asteroid tissue forms.'* 

I’xtensive study was done to compare this organism with Cladosporium wernecki 


and lFonsecaea dermatitidis kano.'* We feel these two possibilities have been ruled 


out primarily for the following reasons: 1, The organism was observed on direct 


examination and in tissue. 2. Blastospores were monocellular on all media used. 
3. The surface texture of colonies was entirely different. 4. Findings on micro- 
scopic study were not consistent with our organism because our fungus (a) produced 
no chlamydospores, (>) showed no tlormodendrum-, Phialphora-, or Acrotheca- 


8. Dodge, C. W.: Medical Mycology, St. Louis, C. V. Mosby Company, 1935, pp. 678 and 
798. 

9. Skinner, C. E.; Emmons, C. W., and Tsuchiga, H. M.: Henrici’s Molds, Yeasts, and 
Actinomycetes, New York, John Wiley & Sons, Ine., 1947, p. 197. 

10. Gougerot, H.; Personal communication to the authors. 

11. Dodge, C. W.: Personal communication to the authors. 

12. Pinkus, H., and Grekin, J. N.: Sporotrichoses with Asteroid Tissue Forms, Arch. 
Dermat. & Syph. 61:813-819, 1950. 

13. Carrion, A. L.: Yeastlike Dematiaceous Fungi Infecting the Human Skin: Special 
Reference to So-Called Hormiscium Dermatitidis, Arch. Dermat. & Syph. 61:996-1009, 1950. 
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sporulating habits, and (¢) produced coremia, this being one of the distinct charac- 
teristics of S. gougeroti. The fungus did not ferment levulose, inulin, maltose, or 
galactose. 

Fungi of the genus Sporotrichum are widespread in nature as plant saprophytes 
and may require passage through various of the lower animals to become pathogenic 
for man. In man the usual lesion occurs on an extremity of a farmer, horticultural 
worker, or certain miners. The barberry bush is a frequent source of infection among 
gardeners. Lesions may follow contact with infected animals. 

The initial lesion begins as a small red papule which usually ulcerates and 
hecomes a chronic, draining, indurated ulcer. Regional lymphatic involvement 
follows with development of nodularities along the lymphatic channels. ‘These 
become indurated and may ulcerate. Systemic involvement is uncommon, but wide- 
spread visceral involvement has been described, especially from France. Most of 
the cases of sporotrichosis have been reported from France, South Africa and the 
southern United States. lxcellent descriptions of the clinical features of sporotri- 
chosis are available."4 

The microscopic picture presented by these lesions is not diagnostic. Usually one 
finds a central zone of necrosis and abscess formation, surrounded by a zone of 
epithelioid cells and giant cells. There is a zone of lymphocytes and plasma cells 
beyond this, but frequently one finds overlapping of these reactions. Organisms 
are rarely found in microscopic sections, 

Gougerot 1936 summarized 19 cases of sporotrichosis produced by S. 
gougeroti and in 1939 added two others. In a recent communication he men 
tions still another, reported by Sartory and associates (1934). Keston and asso 
16 


clates '" in 1932 described a case with granulomatous ulcerative lesions involving 


the penis and inguinal lymph nodes. Still another case with genital involvement 
was reported by Weichardt in 1951.) Fontoynont and Humbert Boucher in 
1923 described a case with ulcerating penile lesions. Cultures confirmed the organ 
ism as gougeroti, and the lesions responded to potassium iodide therapy, 

The distribution of the lesions in the 26 reported cases, including our own, is 
as follows: genital area 8, legs 7, disseminated 3, axilla 2, arm and hand 2, and 
neck 1; in 3 cases the primary site was not given. These lesions were in the sub 
cutaneous tissues but also involved the deep muscles of the legs. In two cases there 
was bone involvement, and one showed “selerotic bodies” in the tissue sections. 


In one of the cases with disseminated lesions, synovitis was present. In two cases 


lesions developed after injuries, 


14. Conant, N. F.; Martin, D. S.; Smith, D. T.; Baker, R. D., and Calloway, J. L.: Manual 
of Clinical Mycology, Philadelphia, W. B. Saunders Company, 1945, pp. 167-178. Darier.® Jacob- 
son.? 

15. Gougerot, H., and Duche, J.: Epidermite due au Sporotrichum gougeroti, Bull. Soc 
frang. dermat. et syph. 46:1455, 1939. 

16. Kesten, B. M.; Ashford, B. K.; Benham, R. W.; Emmons, C. W., and Moss. M. C. 
Fungous Infections of the Skin and Its Appendages Occurring in Porto Rico, Arch. Dermat. & 
Syph. 25: 1046-1057, 1932. 

17. Weichardt, H.: Sporotrichose der Genitalien, Arch. Dermat. u. Syph. 192:290-309, 1951, 

18. Fontoynont, M., and Boucher, H.: Contribution a l'étude des mycoses de Madagascar, 
Ann. dermat. et syph. 4:200-235, and 318-344, 1923. 
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From a review of the literature, it seems that the organisms of S. gougeroti are 
rarely demonstrated in stained tissue sections. This is partly because so few biopsies 


have been performed. Sections from the lesion in our case demonstrated the organ- 
isms in profusion, and multiplication was accomplished by budding and_ possibly 
also by splitting. We feel that splitting may not be a method of multiplication in 
tissue but only a manifestation of break-up of chains. These smaller groups of cells 
bud to form new chains. In no section did we observe splitting typical of chromo- 
blastomycosis. While some of the organisms resemble those of chromoblastomycosis, 
they occurred in chains frequently and never in clusters. The lesions of chromoblas- 
tomycosis are usually more superficial than was the lesion in our case. The micro- 
scopic picture, however, is not diagnostic, and the final opinion must be based on 
culture studies. In this case, the organism was isolated in pure culture. Dodge" 
and Gougerot and Duche '° have confirmed this fungus as S. gougeroti. 


SUM MARY 
A case presenting a subcutaneous cystic lesion from which a fungus was obtained 
in pure culture is reported. This fungus was identified as Sporotrichum gougeroti. 
A review of the pertinent literature is given. 
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SANDPAPER-ABRASION TREATMENT OF TATTOOS 


ERNEST A. STRAKOSCH, M.D., Ph.D. 
DENVER 


HIS WORK has been stimulated by the very interesting motion picture 


presentation by Iverson,’ given in Chicago before the American Academy of 
Dermatology and Syphilology, in December, 1951. The removal of tattoos has here 
tofore belonged to the domain of the plastic surgeon, who, depending upon the size 
of the tattoo, either excised the tattooed area and closed the defect by direct suture 
or covered the defect with a skin graft. Neither approach has in all cases led to 
a satisfactory cosmetic result. 

Besides the surgical approach, various chemical and mechanical methods have 
heen employed directed toward the superficial destruction of the skin, with resulting 
sear formation. None of them have been satisfactory. Lerner ° used superficial cross 
hatched searification through a lake of 10% aqueous tannic acid solution. Karpelis * 
scarified the skin deeply with a fine sharp knife and rubbed in potassium perman- 
ganate. Janson * rubbed the tattooed area with a stiff brush until bleeding was pro- 


duced. Rubbing the tattoo mark with a pumice stone has been employed, but all 
these methods required frequent repetition, and not even then was the cosmetic 
result gratifying. 

Rosenberg * has recently reported the removal of an accidental tattoo of the face 
by abrasion with sandpaper. [| should like to confirm his excellent result by briefly 
reporting three cases of tattoos on the forearms in which the Iverson! technique 
of abrasion was used. 
REPORT 


OF CASES 


One Saturday night, three college students were tattooed by a “French tattoo artist.” By 
Monday morning, all three wanted the tattoos removed and were referred to my office. 

= On March 29, 1952, they were admitted as outpatients to the Presbyterian Hospital. In 
the operating room, the skin area to be treated was thoroughly washed with a colorless mer- 


bromien (mercurochrome™) solution and anesthetized with a 2% procaine solution containing 


From the Section of Dermatology, Presbyterian Hospital (Ernest A. Strakosch, M.D., 
Ph.D., Chairman). 

1. Iverson, P. C.: The Abrasion Treatment of Skin Lesions, film presentation before the 
American Academy of Dermatology and Syphilology, Chicago, Dec. 13, 1951. 

2. Lerner, C.: Removal of Tattoo Marks, New York J. Med. 48:1937, 1948. 

3. Karpelis, E.: Uber Entfernung von Tatauierungen, Miinchen. med. Wehnschr. 84:529, 
1937. 

4. Janson, P.: Eine einfache Methode der Entfernung von Tatauierungen, Dermat. 
Wehnschr. 101:894, 1935. 

5. Rosenberg, W. A.: Accidental Tattooing of the Face Treated by Abrasion with Sand- 
paper, A. M. A. Arch. Dermat. & Syph. 65:466, 1952. 
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a few drops of epinephrine. The skin area involved was abraded with sandpaper, grit No. 2/0 
and 3/0. The sandpaper had been rolled around gauze rolls about 2 in. (5 cm.) in diameter and 
5 in. (13 cm.) long, kept in place by rubber bands, and autoclaved. The area was abraded, 
using circular motion and considerable pressure, starting from the center toward the periphery, 


A, tattoo on right forearm; B, same area one month after treatment. C, tattoo on right fore- 
arm; J), same area one month after treatment. 


until the bleeding was profuse. The blood was immediately and thoroughly washed off with a 
gauze sponge soaked in warm saline solution containing epinephrine (30 cc. of epinephrine 
hydrochloride to 1,000 cc. of saline solution). This is important in order to keep the operating- 
field clean and remove all grit particles which would later lead to foreign body reactions. To 
obtain a gradual bleeding of the resulting scar with the normal skin, the pressure applied has 
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to be lessened toward the periphery. After all tattoo marks had thus been removed, as verified 
by means of a magnifying glass, an aureomycin gauze pressure bandage was applied and kept 
in place for 10 days. The bandage was removed on the 10th day; in each case the areas were 
healed, were of slight pink color, and had the appearance of a donor site for a split skin graft. 
Sections B, D and G of the Figure show the appearance one month after treatment, still slightly 
pink. This pink color of the scar faded within two months. 


SUMMARY 


Three cases of tattooing of the forearm are reported which were successfully 


treated by abrasion with sandpaper. The results were cosmetically satisfactory. 


ADDENDUM 


Since this report was submitted for publication | have employed the same 
method, with excellent results, on a young red-headed woman who had generalized 
freckles. 


207 Republic Building. 
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PROGRESSIVE BACTERIAL SYNERGISTIC GANGRENE 


Report of a Case Uncontrolled by Systemic Administration of Bacitracin 


WILFRED £. WOOLDRIDGE, M.D. 
AND 


GEORGE W. HOGEBOOM, M.D. 
SPRINGFIELD, MO. 


N THE year 1926 Brewer and Meleney ' first demonstrated the etiology of pro- 

gressive bacterial synergistic gangrene. ‘They proved this infection to be due to 
the combination of a microaerophilic nonhemolytic Streptococcus with a hemolytic 
Staphylococcus aureus. They further showed both of these organisms to be of low 
virulence, neither being capable of causing significant infection alone. 

This type of infection has remained comparatively rare, probably because of the 
necessity for the coincident presence of the two organisms. The entity, however, is 
definite. An ulcer develops about a break in the skin, whatever its cause, and is 
usually painful. This lesion enlarges peripherally, often leaving a bright red clean 
base, and the characteristic margin shows an outer erythematous, tense halo, inside 
of which is a puffy purplish collar. The medial portion of this collar merges with a 
ring of dark gangrenous skin, which is sometimes undermined. ‘The area of gangrene 


is immediately adjacent to the advancing ulcer. Recognition of this condition is 
largely due to the efforts of Dr. Frank Meleney, who has published many papers 


and observed many cases of the infection.* 


Studies, observations, and reports from the Dermatological Department of the Barnard Free 
Skin and Cancer Hospital and the Dermatological Division ot the Department of Medicine, 
School of Medicine, Washington University, St. Louis, Mo., and the Research Laboratory, 
St. John’s Hospital, Springfield, Mo. 

1. Brewer, G. F., and Meleney, F. L.: Progressive Gangrenous Infection of the Skin and 
Subcutaneous Tissues, Following Operation for Acute Perforative Appendicitis: A Study in 
Symbiosis, Ann. Surg. 84:438-450, (Sept.) 1926. 

2. (a) Meleney, F. L.: Bacterial Synergism in Disease Processes, with Confirmation of 
Synergistic Bacterial Etiology of Certain Type of Progressive Gangrene of the Abdominal Wall, 
Ann. Surg. 94:961-981 (Dec.) 1931. (>) Meleney, fF. L.: Differential Diagnosis Between 
Certain Types of Infectious Gangrene of the Skin, with Particular Reference to Hamolytic 
Streptococcus Gangrene and Bacterial Synergistic Gangrene, Surg., Gynec. & Obst. 56:847-867 
(May) 1933; (¢) Zine Peroxide in the Treatment of Micro-Aerophilic and Anaerobic Infections 
with Special Reference to a Group of Chronic, Ulcerative, Burrowing, Non-Gangrenous Lesions 
of the Abdominal Wall Apparently Due to Micro-Aerophilic Hemolytic Streptococcus, Ann. 
Surg. 108:997-1011 (April) 1935. (d) Meleney, F. L., and Johnson, B. A.: Further Laboratory 
and Clinical Experiences in the Treatment of Chronic Undermining, Burrowing Ulcers with Zine 
Peroxide, Surgery 1:169-221 (Feb.) 1937. (e) Meleney, F. L., and Harvey, H. D.: Combined 
Use of Zinc Peroxide and Sulfanilamide in the Treatment of Chronic, Undermining, Burrowing 
Ulcers Due to the Micro-Aerophilic Hemolytic Streptococcus, Ann. Surg. 110:1067-1094 (Dec.) 
1939. 
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Until the advent of bacitracin there was no satisfactory means of treating this 
synergistic infection except for wide surgical excision. Although penicillin has con- 
trolled the infection in a few such cases,* this antibiotic has not been successful in 
most cases, either because of penicillin resistance or because the organisms produced 
penicillinase. The sulfonamides have been completely inetfective. Zine peroxide has 
proved ineffective as primary treatment but may have some value if it is used to pack 
postoperative wounds after excision. Reports concerning the treatment of this infee- 
tion with the broad-spectrum antibiotics have not yet appeared. 


REPORT OF CASE 

History.—R. T., a 29-year-old white housewife, was seen in consultation with Dr. Max Fitch 
on Dec. 30, 1950. In November, 1950, a dermatitis developed on the left ear, and she consulted 
an osteopath. The recommended treatment was injections of penicillin to be administered at 
home by the patient’s husband. Three penicillin injections were given and were followed in one 
week with three injections of streptomycin, all of which were administered by the husband. 
Approximately one week after the last streptomycin injection there was noted a painful red 
nodule which developed on the lateral surface of the left hip at a supposed site of one of the 


4 


lig. 1—Photograph taken at the time of admission to the hospital. The duration of the ulcer 
at this time was two weeks. The floor of the ulcer was clean and bright red. The purplish collar 
surrounding the ulcer is well shown. Peripheral to this collar was a wide band of tense, tender 
erythema. On the upper pertion of the buttock may be seen the tender nodule which later 


ruptured spontaneously. (Print made from a kodachrome® transparency. ) 

streptomycin injections. During the following week chills and fever developed. The inflamed 
nodule became fluctuant and then spontaneously discharged a thin, serosanguineous pus. The 
lesion then enlarged to form a large painful ulcer. She was admitted to the hospital on Dee. 
27, 1950. 

Physical F.xamination—Examination showed a young woman who was underweight, acutely 
ill, and obviously in great pain. Her oral temperature was 100.2 Fk. Movement of the left leg 
was very limited because of pain, and she could not walk. On the lateral surface of the left hip 
was a circular ulcer measuring 9 in. (23 em.) in diameter. This uleer was '% in. (1.3 em.) deep 
and showed a bright red base with a thin membrane overlying fat lobules on the ulcer floor. 
In the center of the ulcer there was a small deep pit, which was too painful to permit probing. 
The margin of the ulcer showed a puffy purplish edematous collar '> in. wide and, peripheral 

3. (a) Meleney, F. L.; Friedman, S. T., and Harvey, H. D.: Treatment of Progressive 
Bacterial Synergistic Gangrene with Penicillin, Surgery 18:423-435 (Oct.) 1945. (b) Grim- 
shaw, C., and Stent, L.: Postoperative Cutaneous Gangrene: The Effect of Penicillin, Lancet 
1:434-436 (April 7) 1945. (¢) Cedarblade, V.G., and Orr, T. G.: Postoperative Bacterial 
Synergistic Gangrene Cured with Penicillin, J. Kansas M. Soc. 47:53-54 (Feb.) 1946. 
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to that collar, a 1 in. (2.5 cm.) wide erythematous halo. There was some undermining of the 
skin at the ulcer edge. The entire area was exquisitely tender. There was no odor. On the left 
buttock was a firm erythematous nodule which was likewise painful and which measured 1 in. 
in diameter. There were moderately enlarged and tender left femoral and left inguinal nodes. 
There were no other physical findings of significance. 

Laboratory Data.—At admission the blood count showed a hemoglobin content of 11 gm. per 
100 cc., or 66%, 4,180,000 red blood cells, 30,200 white blood cells. The differential blood cell 
count showed 57% stab forms, 13% segmented forms, 27% lymphocytes and 3% monocytes. 
The urine contained sugar (3+) and acetone (1+), a trace of albumin, and a few red blood 
cells on microscopic examination, The fasting blood sugar and nonprotein nitrogen were normal. 


hig. 2—Photograph taken two days after wide excision of the ulcer and of the lesion on the 


buttock. (Print made from a kodachrome® transparency. ) 


ig. 3.—Photograph taken 10 days after skin grafting. Grafting was successful in all but 


anterior portion of the area shown at the top of field. (Print made from a kodachrome® 
transparency.) 


Routine smears and aerobic cultures made from the clean floor of the ulcer were reported as 
showing no organisms, but no attempt was made to culture the undermined edge of the ulcer 
at that time. 

Course in Hospital—After three days’ hospitalization and treatment with penicillin and aureo- 
mycin, the ulcer had increased 1 in. in diameter, the patient's temperature was reaching 103 to 
104 I. daily, and her pain was growing worse. The diagnosis of an anaerobic or microaerophilic 
infection was then made. Appropriate cultures were made on several media with inocula taken 
as far as possible beneath the undermined edge of the wound, Strict anaerobic cultures promptly 


grew a Gram-positive nonhemolytic short-chain Streptococcus in) profusion. The individual 


colonies were colorless and very small. Aerobic cultures yielded several organisms but none 
which was predominant, and all were judged to be contaminants. Although no hemolytic Staph. 
aureus was obtained, it was then felt that the proper diagnosis was Meleney’s progressive 
bacterial synergistic gangrene. 
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At that time a limited amount of bacitracin 4 was already on hand, and so treatment was 
begun with continuous wet packs containing 1,000 units of bacitracin per cubic centimeter. 
No débridement was done. In 48 hours the patient was not improved and the ulcer had further 
enlarged ; therefore use of the other antibiotics were discontinued, and 20,000 units of bacitracin 
in saline was given intramuscularly every six hours and the application of packs continued. This 
dose of bacitracin was given for a total of seven days. There was some local tenderness following 
these injections. During the interval of bacitracin administration the patient's fever assumed 
a lower level and she felt better, but the ulcer continued to enlarge slowly and a tender nodule 
on the buttock spontaneously drained a thin bloody pus. During treatment with bacitracin 
albuminuria (4-++) and many granular casts developed, but there was no increase in nonprotein 
nitrogen. After five days of intramuscularly injected bacitracin, a wide and deep block excision of 
both lesions was done by one of us (G. H.). Histological examination showed only extensive 
tissue necrosis with no specific etiology. After the excision, the patient quickly improved in every 
respect. She was treated with nitrofurazone (furacin®) dressings to the wounds and with 
penicillin. Eleven days after the excision, split-thickness grafts were applied to both areas, with 
very satisfactory results. The patient was discharged from the hospital on the 20th postoperative 
day. By the time of discharge the urine was free of albumin and casts and kidney function was 
unimpaired. 

COMMENT 

A discussion of this infection has not appeared in the dermatologic literature. 
Not only should the attention of dermatologists be called to this condition as a pri- 
mary infection but also as the possibility of a secondary complication, The latter 
occurred in a patient with mycosis fungoides presented in a recent publication of 
Meleney.” 

The appearance of the lesions in this patient conformed precisely to the charac- 
teristics laid down in the articles of Meleney.*. The patient's course, however, was 
more rapid than in most reported cases, in which lesions developed over periods of 
several weeks and months. 

Certainly the infection in this case showed no favorable response to a combination 
of pencillin and aureomycin. Theoretically this lack of response might be assigned 
to the antagonistic action of penicillin with a broad-spectrum antibiotic, as has been 
recently reported. Although a Staphylococcus was not available for sensitivity 
studies, the Streptococcus which was obtained showed only moderate sensitivity to 
aureomyecin and to bacitracin and was very resistant to penicillin. The sensitivity 
studies were made by the filter paper dise technique. 

According to Meleney, the Streptococcus is chiefly found in the peripheral 
erythematous zone, while the Staphylococcus is principally in the gangrenous zone 
and thus more available for culture. Meleney has had the experience of culturing 


only the Staphylococcus," and it is therefore strange that we should have missed that 


organism entirely, this may reflect on our culture technique. [t 1s unfortunate that 
we did not make further cultural studies on the excised tissue. 

It is possible also that other organisms may be primarily or secondarily involved 
in this type of infection. Meleney, Friedman, and Harvey “ demonstrated the pres- 
ence of a penicillinase-producing Pseudomonas aeruginosa contaminant on one ocea- 

4. The bacitracin was supplied by Commercial Solvents Corporation. 

5. Meleney, F. L.; Shambaugh, P., and Millen, R. S.: Systemic Bacitracm in the Treatment 
of Progressive Bacterial Synergistic Gangrene, Ann. Surg. 181:129-144 (Feb.) 1950. 

6. Meleney, F. L.: Clinical Aspects and Treatment of Surgical Infections, Philadelphia, 
W. B. Saunders Company, 1949, pp. 68-70. 
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sion. Lyall and Stuart‘? isolated the usual microaerophilic Streptococcus together 
with Proteus vulgaris in two cases and were successful in producing lesions in 
animals with the combination of the two organisms but not with either organism 
singly. 

sacterial resistance to bacitracin is seldom seen among organisms ordinarily 
susceptible. The great obstacle to the systemic use of this valuable antibiotic has 
always been its nephrotoxicity, as was prominent in our case. Fortunately, although 
albuminuria, casts, and cellular components developed in the urines of most of the 
patients for whom therapy was considered imperative, such abnormalities were not 
permanent. Persistent renal damage is said to be slight and infrequent, and in no 
case under our observation has there been lasting damage to the kidneys. It is 
further encouraging to note that the nephrotoxic factor of bacitracin has recently 
been greatly reduced.* 

To our knowledge, this case is the only one reported in which the typical clinical 
picture developed and involved organisms with in vivo and in vitro resistance to 
bacitracin, Meleney, likewise, has seen no such case except for one in which the 
course of the infection was changed by the contaminating presence of a Candida 
(monilia).’ Although surgical treatment of patients with this type of infection is 
certain to be less necessary in the future than it has been in the past, it appears that 
organisms will be encountered which possess resistance to our antibiotic equipment, 
and so the possibility of such treatment must be kept in mind. 


SUMMARY 
An additional case of Meleney’s progressive bacterial synergistic gangrene is 
presented, 
The organism or organisms responsible for this infection possessed bacitracin 
resistance, 
Wide surgical excision was necessary to cure the patient. 


The attention of dermatologists is called to this type of infection which may occur 


primarily or as a complicating infection of some other skin disease. 


7. Lyall, A., and Stuart, R. D.: Progressive Postoperative Gangrene of the Skin: Obser- 
vations on Aetiology and Treatment in 2 Cases, Glasgow M. J. 28:1-18 (Jan.) 1948. 

8 Meleney, F. L.; Teng, P., and Johnson, B. A.: An Analysis of the Last 160 Cases 
Treated with Systemic Bacitracin; with a Presentation of 3 cases, read before the New York 
Surgical Society, New York Academy of Medicine, Dec. 12, 1951, 


9. Meleney, Ff. L.: Personal communication to the authors. 
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CORTICOTROPIN AND CORTISONE 


Dosage and Rativ of Intramuscular and Intravenous Corticotropin (ACTH) 
Oral Cortisone in Treatment of Certain Dermatoses 


DAVID BLOOM, M.D. 


NATHAN SOBEL, M.D. 
AND 
ALFRED PELZIG, M.D. 
NEW YORK 


HIS ARTICLE is based on observations on corticotropin (ACTIL) and 

cortisone therapy of a patient with psoriatic erythroderma and arthritis and 
of three patients with pemphigus vulgaris. In this study we tried to establish the 
“maintenance dose” of corticotropin and cortisone and the ratio of effective dosage 
of corticotropin in aqueous solution when given intramuscularly and intravenously 
and of cortisone orally. 

For this type of study cutaneous diseases like those dealt with in this report are 
most suitable, for they fulfil the following requirements: Their course is predict- 
able, and so spontaneous remission will not be considered readily as a result of 
treatment. The response to the hormonal drug is prompt. The eruption recurs or 
exacerbates promptly when treatment is discontinued or when the dosage is dimin- 
ished. Their course is of sufficiently long duration. Last but not least, they have 


easily recognizable signs on which the effect or failure of treatment is judged. 


REPORT OF CASES 
Case 1.—L. S., a woman aged 23, suffering from psoriatic erythroderma with arthritis, has 
been under our care since March 15, 1949, The response to the first course of intramuscular 
corticotropin therapy, which was administered from Feb. 15, to March 3, 1950, was reported 
by Gordon C. Sauer! when he presented the patient at the New York Academy of Medicine, on 
May 2, 1950. Further observations on corticotropin therapy which covered a period from July, 
1950, to March, 1951, were reported by Nathan Sobel 2 when he presented the patient at the 


This study was made possible by the great interest of several individuals and organizations 
and by the grant of funds and hormones from several sources. 

This study was supported by the Armour Laboratories, the Wilson Laboratories, and Merck 
& Company, Inec., and by Grants-in-Aid from the New York Skin and Cancer Unit Research 
Fund. 

From the Department of Dermatology and Syphilology of the New York University Post- 
Graduate Medical School (Dr. Marion B. Sulzberger, Chairman) Skin and Cancer Unit, and 
the Service of Dermatology and Syphilology of Bellevue Hospital (Dr. Frank C. Combes, 
Chief of Service), and from the Department of Dermatology and Syphilology of Sydenham 
Hospital (Service of Dr. David Bloom). 

1. Sauer, G. C.: Exfoliative Psoriasis with Arthritis: Case Presentation, A. M. A. Arch. 
Dermat. & Syph. 64:511 (Oct.) 1951. 

2. Sobel, N.: Psoriatic Erythroderma with Arthritis Treated with Corticotropin (ACTH) : 
Case Presentation, A. M. A. Dermat. & Syph. 64:513 (Oct.) 1951. 
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New York Academy of Medicine, on Nov. 8, 1950, and by Marion B. Sulzberger and associates 
in their article published in May, 1951.* The salient points and results of these observations 
and ours which continued up to date follow. 

In the first and second courses of intramuscular corticotropin therapy, which were adminis- 
tered at an interval of three and a half months and both of which started with an initial daily 
dose of 100 mg., the maintenance dose was established as 50 mg. per 24 hours given in divided 
doses. Within a period of nine months this maintenance dose was reduced to 25 mg. This reduc- 
tion indicates amelioration in the response to hormonal therapy. 

The daily maintenance intramuscular dose of 25 mg. of corticotropin was adequate to keep 
the patient free of the eruption for the next three months. From then on, however, deterioration 
apparently took place, for the eruption could not be kept under control even when the dose was 
raised to 150 mg. a day. 

On Sept. 13, 1951, corticotropin therapy was discontinued, after its continuous use during a 
period of 14 months. Cortisone, 200 mg. a day, over a period of 14 days did not effect any 
change in the eruption. Hormonal therapy was then discontinued entirely until the most recent 
admission of the patient to University Hospital, on Nov. 12, 1951, 

Following discontinuation of therapy for one month intravenous treatment was started which 
was given by daily infusion of 25 mg. of corticotropin dissolved in 1,000 cc. of 5% dextrose in 
distilled water and administered during a period of eight hours. This was adequate to control 
the eruption entirely, When after 10 days this form of therapy was changed to intramuscular 
injections of corticotropin, it was found that a dose of 275 mg. was required in order to get a 
corresponding effect on the eruption, Thus, the ratio of required dosage of intravenous and 
intramuscular corticotropin was at least 1 to 11. 

When on Dec. 27, 1951, corticotropin therapy was discontinued, there followed within two 
days a reappearance of the eruption. Treatment with cortisone by mouth was then started in the 
daily dose of 1,000 mg. given in divided doses. This was followed by complete disappearance of 
the eruption 24 hours later. When the dose of cortisone was reduced to 950 mg. and then to 800 
mg. daily, the eruption again flared up. When the dose was again raised to 1,000 mg. the skin 
gradually became clear. Ii 900 mg. of cortisone is taken as the oral maintenance dose, the ratio 
between the oral dose of cortisone and the intramuscular dose of corticotropin would be 3.2. 
However, gradual amelioration of the condition of the patient took place, for the eruption did 
not reappear until March 3, 1952, when the dosage of cortisone was reduced gradually to as 
little as 100 mg. a day. Gradual increase to 350 mg. of cortisone a day resulted in disappearance 
of the eruption. 

Case 2.—K. F., a woman aged 41, with pemphigus vulgaris of six months’ duration, was 
admitted to Bellevue Hospital on Sept. 23, 1951. The trunk and extremities showed numerous 
bullae, most of which were broken or crusted and some of which were tense and located on unin- 
flamed skin. There were many white necrotic plaques and erosions on the palate, the tongue, and 
buccal mucosa. The skin around the eves and the conjunctivae themselves were also involved. 
The patient looked very sick and complained of marked weakness and great discomfort when 
eating, 

A course of intramuscular cortisone, starting with 300 mg. daily for 10 days and continuing 
over a period of 16 days with doses varying between 50 and 200 mg., did not result in satisfactory 
control of the disease. On the other hand, an intramuscular course of corticotropin, starting 
with a dosage of 200 my. daily and gradually reduced over a period of 28 days to 20 mg. was 
adequate to control the disease satisfactorily. Ten days after discontinuation of therapy the 
eruption reappeared. A new course of intramuscular corticotropin starting with 50 mg. daily 
resulted at first in improvement, but soon exacerbation of the eruption took place necessitating 
a gradual increase in the daily dose, over a period of 22 days, to 200 mg. of corticotropin in 
order to free the patient of bullae. One may thus consider this daily dose of 200 mg. of intra- 
muscular corticotropin as an effective dose for this patient during this particular phase of her 
illness. 


3. Sulzberger, M. B.; Sauer, G. C.; Herrmann, F.; Baer, R. L., and Milberg, L.: Effects 
of ACTH and Cortisone on Certain Diseases and Physiologic Functions of Skin, J. Invest. 
Dermat. 16:323 (May) 1951 
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The treatment was then changed to corticotropin intravenously in the daily dose of 25 mg. 
by infusion, dissolved in 500 cc. of 5% dextrose in distilled water. Although no bullae were noted, 


the intravenous dose of corticotropia was soon increased to 32.5 mg. and then to 40 mg. because 
of persistence of a few denuded areas of skin. Because of increasing difficulty in entering the 
veins and the mental change which this mode of therapy produced in the patient, the intravenous 
treatment had to be interrupted several times and changed to intramuscular corticotropin in the 
dosage of 140 or 150 mg. daily. Thus, intravenous therapy could not be carried out systematically 
in this patient. Nevertheless, we were able to find that the optimal dose of 200 mg. of cortico- 
tropin intramuscularly corresponded approximately to 25 mg. of corticotropin intravenously, as 
both these doses were able to control the eruption satisfactorily. The approximate ratio of 
intravenous to intramuscular injection of corticotropin was in this case about 1 to & However, 
the underlying disease still could not be controlled by these doses, for the general condition of 
the patient deteriorated, partly because of an abscess which developed in the gluteal region but 
mainly because of intoxication from her illness or possibly trom) by-effeets of corticotropin. 
On Feb. 9, 1952, the patient suddenly vomited about 800 cc. of blood and died soon after. No 
autopsy was performed. 

Case 3.—S. B., a woman aged 38, with pemphigus vulgaris of 10 months’ duration, was 
admitted to Bellevue Hospital on Oct. 9, 1951. The eruption consisted of numerous tense and 
flaccid bullae, crusted lesions, and denuded areas on the trunk, genital region, and extremities. 
The oral mucous membranes were markedly involved by broken bullae and erosions causing 
great discomfort to the patient, particularly when eating. The patient looked very sick and was 
very weak. 

Treatment was started with intramuscular injections of cortisone given in a total daily dose 
of 200 mg. and continued for a period of nine days. As no apparent change in the eruption took 
place the therapy was changed to intramuscular injections of corticotropin, which were given 
in a total daily dose of 200 mg. This treatment was followed by rapid improvement. Over a 
period of 26 days the dosage of corticotropin was gradually reduced to 20 mg. per 24 hours, 
and the skin became free of lesions. Use of corticotropin was then discontinued. Five days after 
cessation of therapy, the pemphigus manifested its activity again by causing oral discomtort 
and appearance of a few vegetating lesions and vesicles, which gradually increased in number 
and severity. After an interval of 24 days, intramuscular injection of corticotropin was resumed 
in the daily dose of 20 mg., which over a period of 20 days was gradually increased to 125 meg. 
daily. Only when this dosage was started was regression noticed in the progressive eruption. 

This treatment was then changed to intravenous corticotropin therapy, starting with 10 mg. 
and increasing to 35 mg. daily, which was adequate to control the eruption completely. However, 
this dosage could gradually be reduced, over a period of 19 days, to a daily dose of 5 mg. intra 
venously without reappearance of the eruption. 

The ratio of the intramuscular to the intravenous dose of corticotropin in this patient would 
be 35 to 125, or 1 to 3.57, when the largest intramuscular dose required was compared with the 
corresponding intravenous dose adequate to show control of the eruption. This ratio was 
established in a course of treatment which followed the method of starting with small doses 
of the hormones being compared and gradually increasing them to the point of unequivocal 
clinical effectiveness. 

Caseé 4.—L. F., a woman aged 54, with pemphigus vulgaris of two months’ duration, was 
seen by us for the first time at the Skin and Cancer Unit on Aug. 13, 1951. Because of progres 
sive worsening of her illness, the patient was hospitalized four months later at Svdenham 
Hospital. The eruption consisted then of many hazelnut-sized to lemon-sized tense and flaccid 
serous and hemorrhagic bullae and denuded areas. The eruption involved the chest, face, extremi- 
ties, groins, vulva and scalp. Several bullae were seen on the oral mucosa. The patient was 
very weak, 

Laboratory examination revealed that the patient also had diabetes mellitus, with a urine 
sugar level of 0.75 per cent and a blood sugar level of 227 mg. per 100 cc. In spite of the diabetes 
it was found necessary to administer corticotropin in order to control the progressive pemphigus 
eruption. While the patient was being treated for the diabetes with diet and insulin, under the 
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supervision of Dr. Emanual Appelbaum, corticotropin therapy was started on Dec. 18, 1951, 
in a total daily dese of 50 mg. given by intramuscular injections. In order to free the patient 
of the eruption, the dosage of corticotropin had to be increased gradually to 110 mg. daily. 
Corticotropin therapy was then changed to oral cortisone therapy, which was started on Jan. 17, 
1952, in a total daily dose of 400 mg. Over a period of two and one-half weeks it was gradually 
reduced to 125 mg. per 24 hours. However, when this dose was reached the patient started 
to show a relapse of her illness, as bullae appeared on the extremities. The dosage of cortisone 
was gradually increased, and it was found that 200 mg. of cortisone daily were necessary to keep 
the patient free of bullae. Thus the ratio between adequate intramuscular doses of corticotropin 
and oral doses of cortisone was in this patient 1 to 1.8. 

Thereafter amelioration in her response to the hormonal therapy took place. When last seen, 
on May 23, 1952, the patient was entirely free of lesions on a maintenance dose of 125 mg. of 
cortisone a day. 

COM MENT 

Close observation of the four cases reported in this paper reveal the following 
facts : 

1. There is variation in required dosage of cortisone and corticotropin not only 
in different patients but also in the same patient. The changes in the required 
dosage for the same patient in the course of the illness may be in the direction of 
amelioration or deterioration in the responsiveness to hormonal therapy. These 
findings were noted by Arbesman,* Kierland and associates,’ and Margolis and 
Caplan. 

2. Variation was also observed in the ratio between required intramuscular 
doses of aqueous corticotropin and oral doses of cortisone. In Case 1 the ratio 
was | to 3.2 and in Case 4, 1 to 1.8. There are only a few observations in the 
literature with precise regard to such a ratio. Rawls and Ancona? have found in 
the treatment of rheumatoid arthritis the ratio of dosage of corticotropin intra- 
muscularly and cortisone intramuscularly to be 1 to 2.5. The same ratio was observed 
by Lever * in the treatment of dermatologic conditions. Kierland and associates ° 
speak of a maintenance dose of 50 to 100 mg. daily of cortisone by intramuscular 
injections and 50 to 80 mg. down to 10 mg. of corticotropin given by the same route. 


3. Also the ratio between the required doses of aqueous corticotropin intramus- 


cularly and intravenously was found to vary. In Case 1 the ratio was 1 to 11, in 
Case 2 it was | to 8, and in Case 3 it was 1 to 3.57. The difference of this ratio 


in different cases corresponds to the reports made in the literature by several 
authors. According to Mandel and associates,” the ratio varies between 1 to 10 


4. Arbesman, C. F.: Recent Advances in Treatment of Bronchial Asthma, New York J. 
Med. 51:2361 (Oct. 15) 1951. 

5. Kierland, R. R.; O'Leary, P. A.; Brunsting, L. A., and Didcoct, J. W.: Cortisone and 
Corticotropin (ACTH) in Dermatology, J. A. M. A, 148:23 (Jan. 5) 1952. 

6. Margolis, H. M., and Caplan, P. S.: Effects of Pituitary Adrenocorticotropic Hormone 
(ACTH) in Rheumatoid Arthritis, J. A. M. A, 145:382 (Feb. 10) 1951. 

7. Rawls, W. B., and Ancona, V. C.: Selected Clinical Observations of Effect of Cortisone 
and ACTH as Guide for Individual Dosage, New York J. Med. 51:1625 (July 1) 1951. 

8. Lever, W. F.: ACTH and Cortisone in Diseases of the Skin, New England J. Med. 
2A45:359 (Sept. 6) 1951. 

9. Mandel, W.; Singer, N. J.; Budmindson, R.; Meister, L., and Modern, F. W. S.: Intra- 
venous Use of Pituitary Adrenocorticotropic Hormone (ACTH), J. A. M. A. 146:546 (June 9) 
1951. 
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and 1 to 20 in different cases. Norcross’? gives the ratio as 1 to 5 or 6, and 
Arbesman * found the ratio to vary between 1 to 4 and 1 to 10. 

The variation in dosage and ratio may be partly explained by the report of 
Gordon."! He found the response, as measured by the eosinophile count in the 
blood and by the urinary excretion of steroids, 20 times as large when corticotropin 
was given by continuous intravenous infusion as when the same dose of corticotro- 
pin was administered by a single intramuscular injection. Further investigations 
are necessary to explain satisfactorily these variations in dosage and ratios. Close 
observations of individual patients treated with corticotropin and cortisone may 
reveal useful data which will contribute to a more accurate therapy with these 
products. 

SUMMARY AND CONCLUSIONS 


The eminent suitability of selected dermatologic conditions for establishing 
maintenance doses and ratios of corticotropin and cortisone is emphasized. 

A case of psoriatic erythroderma with arthritis and three cases of pemphigus 
vulgaris were studied to ascertain the ratios of effective dosage of corticotropin by 
intramuscular and intravenous injection and cortisone by the oral route. 

The dosage required to control the dermatoses was found to vary not only in 
ditferent patients with the same dermatosis but also in the same patient at different 
periods of illness. Moreover, the ratios between etiective doses varied in different 
patients with the same dermatosis. ‘This variation in ratio of effective intramuscu- 
lar and intravenous dosage of corticotropin was also found in the reports in the 
literature. 

The differences in maintenance dose and ratios have not been satisfactorily 
explained, so far. 

While the ranges of effective doses can be established with some approximation 
of accuracy, the precise maintenance dose and the precise ratio of effectiveness 
between the different hormones and the different routes of administration must 


apparently be established anew in each patient and for each particular period of 
illness. 


Close observations of individual patients treated with corticotropin and cor- 
tisone may reveal useful data which will contribute to a more accurate therapy with 
these products. 

10. Norcross, B. M.: Use of ACTH and Cortisone in Certain Medical Diseases, New York 
J. Med. 51:2356 (Oct. 15) 1951. 

11. Gordon, E. S.: Adrenal Stimulation by Intravenous ACTH, J. Lab. & Clin. Med. 
36:827 (Nov.) 1950. 
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PANCREATIC FUNCTION AND X-RAY STUDIES IN PSORIASIS 


JOHN F. MADDEN, M.D. 
AND 


IRVINE M. KARON, M.D. 
ST. PAUL 


HIS IS a report of pancreatic function and x-ray studies in patients with 
psoriasis, some of whom had associated bone and joint symptoms. 

The available methods used to determine pancreatic function are not as inform- 
ative as one would desire. There are no reports in the literature on pancreatic 
function in psoriatics; therefore such a study was thought to be worth while even 
though the present methods of evaluating pancreatic function are not perfect. Even 
though the cases reported here are comparatively few, a deviation from the accepted 
normal surely would be detected if pancreatic function in psoriasis was markedly 
changed. The second study attempts to clarify the disputed question of whether or 
not there is such an entity as psoriatic arthritis. Many observers believe that arthritis 
accompanying psoriasis cannot be distinguished roentgenologically or clinically from 
rheumatoid arthritis, while others think that there is a specific psoriatic arthritis 
which can be diagnosed as such. 


STUDIES OF PANCREATIC FUNCTION IN PSORIASIS 
Because of the work of Stewart, Clark, Dragstedt, and Becker '; Walsh, Clark, 
Dragstedt, and Becker *; and Downing, Glicklich, and Messina * in using pancreatic 
extract and lipocaic as therapeutic measures, we thought it worth while to determine 
whether available methods would show any abnormality in pancreatic function m 
psoriatics. 


Studies were carried out on 15 psoriatic patients, aged 6 to 72 years—8 males 


and 7 females—-whose lesions varied from guttate papules to large plaques. The 
duration of the eruptions varied from four months to 50 years. The patients were 

Read at the Seventy-Second Annual Meeting of the American Dermatological Assoctation, 
Colorado Springs, Colo., April 23, 1952. 

From the Department of Dermatology and Syphilology, Ancker Hospital, Dr. John F. 
Madden, Director, and the Division of Dermatology and Syphilology, University of Minnesota, 
Dr. H. E. Michelson, Director. 

1. Stewart, C. D.; Clark, D. E.; Dragstedt, L. R., and Becker, S. W.: Experimental Use 
of Lipocaic in Treatment of Psoriasis: Preliminary Report, J. Invest. Dermat. 2: 219-230 (Aug.) 
1939. 

2. Walsh, E. N.; Clark, D. E.; Dragstedt, L. R., and Becker, S. W.: Further Observations 
on the Use of Lipocaic in Treatment of Psoriasis, J. Invest. Dermat. 4:59-67 (Feb.) 1941. 

3. Downing, J. G.; Glicklich, E. A., and Messina, S. J.: Deproteinated Pancreatic Extract 
in Treatment of Psoriasis, Arch. Dermat. & Syph. 45:1125-1127 (June) 1942. 
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hospitalized, and the fat and nitrogen contents of the feces and the amounts of 
amylase and lipase in the blood serum were recorded. The subjects were fed the 
test diet of Schmidt * which consisted of the following : 


Breakfast: 1 pt. (500 ce.) of milk or (when milk is not well borne 1 liter of cocoa made 
from 20 gm. of cocoa powder, 10 gm. of sugar, 400 gm. of water, and 100 gm. of milk); 
50 gm. of zweiback. 

About 10 A. M.: 1 pt. (500 ce.) of oatmeal gruel made of 40 gm. of rolled oats; 10 gm. of 
butter; 200 gm. of milk; 300 gm. of water, and 1 egg with a little salt. 

Lunch: 125 gm. of chopped or scraped beef (weighed raw), broiled with 20 gm. of butter; 
250 gm. of mashed potatoes. 

About 4+ P. M.: the same as breakfast. 

Supper, 7 P.M.: the same as at 10 A. M. (Occasionally a little thinly sliced raw ham is 
added.) 


This diet consists of approximately 102 gm. of protein, 111 gm. of fat, and 191 
gm. of carbohydrate per day. 

The diet was continued for five days. The stools were discarded on the first 
two days to eliminate any stools resulting from the previous diet, and the fecal 
nitrogen and the fecal fat determinations were made from the stools collected on 
the last three days the patients were on the Schmidt test diet. In order to secure 
uniform specimens, the amylase and lipase blood levels were determined on the 
last day that the diet was used. 


Fecal Nitrogen Studies —The nitrogen content was determined by the Kjeldahl method,® 
using sulfuric acid (with sodium selinite and copper sulfate as catalysts) for the digestion. The 
ammonia formed was determined colorimetrically, after direct nesslerization of the digestion 
mixture (62.5 gm. of potassium sulfate, 6.25 gm. of copper sulfate, 0.5 gm. of sodium selinite, 
and 500 cc. of concentrated sulfuric acid). 

The procedure used to determine fecal nitrogen is as follows: The feces are mixed thoroughly 
and 5 gm. is placed in a 50-cc. volumetric flask. The sample must be weighed accurately but 
need not be exactly 5 gm. It is brought up to 50 cc. with double-distilled water and mixed. 
A 1-ce. portion of this dilution is transferred to each of two Kjeldahl flasks (duplicates), 1 ce. 
of digestion mixture is added, and the contents are digested over a low flame until 10 minutes 
aiter the solution is clear. Then the solution is transferred quantitatively to a 50-cc. volumetric 
flask, and to it is added 3 cc. of 5N NaOH made with double-distilled water. The following are 
pipetted into colorimeter tubes: 5 ce. of digested solution, 3.8 cc. of double-distilled water, and 
0.2 ce. of ghatti gum (2% solution). Just before reading 1.0 cc. of Nessler’s solution is added. 
This is mixed, and the colorimeter is read immediately, with use of filter 520. A blank is made 
with 8&8 cc. of double-distilled water, 0.2 cc. of ghatti gum, and 1.0 cc. of Nessler’s solution. 
Standards are made with 1.0, 3.0, and 5.0 cc. of standard ammonium sulfate solution (0.01 
mg./cc.), each made up to 8.8 cc. with double-distilled water, 0.2 cc. of ghatti gum and 1.0 ec. of 
Nessler’s solution. 

Mg. nitrogen in final feces dilution >< total wt. of feces nitrogen content of feces 
5 i wt. of aliquot 

Normal fecal nitrogen varies from 0.6 to 1.9 gm. daily. Fecal nitrogen content 
is increased in pancreatogenous fatty diarrhea and in steatorrhea. ‘Twelve of the 
15 psoriatics showed normal fecal nitrogen. Of these, three showed 0.5, three 0.6, 


one 0.7, one 0.8, one 0.9, one 1.03, and one 1.7 gm. Three patients showed fecal 


nitrogen slightly below normal: 0.1, 0.2, and 0.4 gm., respectively. 

4. Todd, J. C., and Sanford, A. H.: Sehmidt’s Test Diet, in Clinical Diagnosis by Laboratory 
Methods: A Working Manua! of Clinical Pathology, Ed. 11, Philadelphia, W. B. Saunders 
Company, 1948, p. 502. 

5. Peters, J. P., and Van Slyke, D. D.: Fecal Nitrogen Studies, in Quantitative Clinical 
Chemistry, Vol. 2: Methods, Baltimore, Williams & Wilkins Company, 1932, p. 535. 
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Fecal Fat Studies——The fat is extracted from the feces by means of alcohol and ether. The 
ether is evaporated from the extract, and the weight of the fat is determined. The following 
procedure is used to determine fecal fat.6 The stool is placed in a previously weighed Waring 
blendor,® and the blendor and the stool are reweighed. Depending on the amount of moisture in 
the stool, 50 to 100 cc. of ammonia-free water is added, and the stool is mixed well in the blendor. 
The blendor, stool, and water are reweighed. A portion of the well-mixed stool is transferred 
to a previously weighed beaker containing a small stirring rod, and the weight is taken. A portion 
of stool (1 to 3 gm.) is transferred with the aid of the stirring rod to a paper thimble in an 
extraction chamber. The beaker, stool, and stirring rod are reweighed. A duplicate portion of 
stool is transferred to a second thimble. The beaker, rod, and stool are reweighed and placed 
in an oven (200 I) to dry to constant weight. From this the percentage of dry matter in the 
feces can be calculated. To the portions of stool in the thimbles 3 cc. of concentrated hydrochloric 


Taste 1.—Normal Fat and Nitrogen Content of Feces, and Amylase and Lipase in Blood Serum 


Fat, Gin. of Dry Mg./100 Ce. Glucose Blood Serum Lipase, 
Nitrogen, Gm. per Day Matter per Day Hydrolyzed by Amylase Mg./100 Ce. 
06 to 19 3.5 to 13.5 20 to 80 20 to 100 


Taste 2.—Fat and Nitrogen Content of Feces, and Amylase and Lipase in Blood Serum 
in Fifteen Psoriatics 


Mg./100 Ce. 
Fat, Gm. of Glucose Blood Serum 
Nitrogen, Dry Matter Hydrolyzed Lipase, 
Patients y Gm. per Day per Day by Amylase Mg./100 Ce. 


3. 25 
0.8 
06 
1.03 
09 
0.2 
0.5 
0.7 
0.6 
0.5 
0.6 
1.03 


acid and 20 ce. of alcohol are added, The stool is thoroughly mixed with the alcohol and acid 
with a fine stirring rod, care being taken that no stool is removed on the rod. Fifty cubic centi- 
meters of ethyl ether is placed in the extraction flasks. The thimbles and extraction chambers 
are attached to the condensers and hung in the extraction flasks. The condensers are connected 
to a cold water source. The flasks are placed on electric plates, and the temperature is set at 
70 C. The ether will evaporate, condense on the cooled coils, and drip into the chamber. (If the 
ether in the flask is lost to the air, the condenser should be checked to see if it is cool, and more 
ether should be added to the flask.) When the level of fluid in the chamber rises high enough, 
the siphon will fill and empty. Thus the ether will extract the fat and carry it into the flask. 
The extraction is continued for three hours. At the end of this time the extracted fat is in the 
ether extract in the flask. The flasks are then evaporated to dryness on a steam bath. The dry 


residue is then dissolved in petroleum benzine and filtered through fat-free filter paper into a 


6. Peters, J. P., and Van Slyke, D. D.: Fecal Fat Studies, in Quantitative Clinical Chem- 
istry, Vol. 2: Methods, Baltimore, Williams & Wilkins Company, 1932, p. 490. 
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weighed flask. Flask and filter are washed with additional petroleum benzine. The petroleum 
benzine is now evaporated, and the residue is dried to constant weight and weighed. The residue 
represents total fat. 

We of dried feces 100 = per cent of dry matter in feces plus water 
Wt. of wet feces - 
We. of ‘total fat 100 = per cent total fat 

Wt. of dry matter in sample extracted 
Per cent of dry matter in feces and water x total wet weight = dry matter in total feces 


) atte ots ‘ 
Dry matter in total feces 100 = per cent of dry matter 
Wt. of feces before water was added 


The following figures were found in fecal fat determinations on our patients. 
They are listed as grams of fat per unit of dry matter rather than as fat in per cent 
of dry matter, All calculations were done on the dry weight of the stools rather 
than that of the excreted wet, bulky stool, as that method is considered to be more 


accurate. Up to 13.5 gm.* (ether-soluble fraction) of fat per day is considered 


normal. The lowest recorded fat was 1.3 gm. per day and the highest 13 gm. per 
day ; the findings in the other patients were 1.5, 1.6, 2.3, 2.5, 3.5 (3 patients), 4.1, 
5.0, 7.0, 9.0 (two patients), and 12.0 gm. per day. 


SERUM AMYLASE AND SERUM LIPASE 


Serum amylase and serum lipase vary widely in normal persons and in those 
in whom pancreatic disease is known to exist. Serum amylase is increased during 
acute stages of pancreatic disease, but soon returns to the accepted normal during 
recovery or during remissions in chronic pancreatic disease. The principle 
employed in the study of amylase is the enzyme saccharification of starch; thus the 
degree of saccharification is measured by the increase of reducing substances after 
incubation of a starch serum mixture above the amount of the serum alone. 

Serum lipase increases only in cases in which there is marked pancreatic dys- 
function, and in these cases clinical evidence of pancreatic disease is ordinarily 
present. The enzyme lipase hydrolyzes ethyl butyrate, and the butyric acid is 
titrated with sodium hydroxide in determining serum lipase, 

The techniques used in the blood serum determinations of amylase and lipase 
were those used in the laboratory of \ncker Hospital, St. Paul, and described in 


Reiner’s “Manual of Clinical Chemistry.” 


Procedure for Determining Serum Amylase.—Prepare two test tubes (test and control) and 
to each add 5 cc. of 1.5% starch paste (0.5 gm. to 35 cc. of HzO and made fresh), 2 ce. of 1% 
NaCl, and 1 cc. of plasma. To tube marked “control” add 1 cc. of 5% CuSO, solution, shake, 
and add 1 cc. of 7% NasWO, solution, filter, and then incubate at 40 C for 30 minutes in a 
water bath. Incubate “test” at 40 C for exactly 30 minutes in a water bath; then add 1 ce. of 
5% CuSO, solution and shake; add 1 cc. of 7% NazWO, to solution, shake, and filter. Determine 
the sugar by the simple Folin-Wu method on 1 cc. of sample from each “test” and “control,” 
and to this add 1 cc. of water before doing the determination To calculate, subtract the amount 
of reducing substances of the control from the amount of reducing substances in the test and 
express the results in mg. per 100 cc. of glucose hydrolyzed by serum amylase. 


7. Wollaeger, E. E.; Comfort, M. W.; Weir, J. F., and Osterberg, A. E.: Total Solids, Fat 
and Nitrogen in Feces: Study of Normal Persons and of Patients with Duodenal Ulcer on Test 
Diet Containing Large Amounts of Fat, Gastroenterology 6:83-92 (Ieb.) 1946. 

8. Reiner, M.: Manual of Clinical Chemistry, New York, Interscience Publishers, Inc., 1941, 
p. 102, Serum Amylase, p. 204, Serum Lipase. 
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Procedure for Determiuung Serum Lipase.-—Two centimeters of plasma are placed in each 
of two Erhlenmeyer flasks. To each is added 10 cc. of water. One of the specimens is heated 
to boiling and then cooled in order to destroy the enzyme. To each flask 1 cc. of neutral ethyl 
butyrate is added and mixed with the specimen. Both flasks are incubated for 24 hours at 37 C. 
Each is titrated with 0.1 N NaOH to which has been added 2 or 3 drops of 1% phenolphthalein 
solution. Serum lipase is calculated as follows: no. ce. 0.1 N NaOH required for titration of 
activated substance — no ce. 0.1 N NaOH from boiled specimens * 50 = no mg./lipase/100 ce. 
blood serum. 

RESULTS 

All studies of pancreatic function performed on our patients with psoriasis 
gave results within normal limits except for nitrogen and fat content of feces, which 
was slightly low in three patients. This was considered within the limits of technical 
error. Therefore we concluded that, if our methods were as accurate as present 
day technology offers, the patients with psoriasis did not have altered pancreatic 
function, and that if there were an alteration in pancreatic function we were unable 


to detect it by these studies. 


X-RAY STUDIES IN PSORIASIS 
Psoriasis with arthritis has been a controversial subject since the coexistence 
of the two conditions was first recognized in 1822 by Alibert. Many authors have 
tried to designate a type of bone and joint involvement as specific for psoriasis. 
The incidence of arthritis with psoriasis varied greatly in the reports studied. 
©’Leary ® stated that the relationship was a casual one, and in his series of 1400 
patients with psoriasis there were only 8 with arthritis. Bauer, Bennett, and Zeller 


reported an incidence of 2.7% in 300 cases studied. Leczinsky '' reported arthritis 
in 5.8% of the males and 7.9% of the females in a series of 538 psoriatic patients. 
In a previous investigation one of us (J. fF. M.) '* found that 11 out of 44 psoriatics 


had arthritic symptoms at some time during the presence of psoriasis, but that 
the arthritis did not precede, accompany, or follow psoriasis in any given order; 
also 10 of the 11 patients who had arthritic symptoms were unable to note any 
direct relationship between the signs or symptoms of the two diseases, and only 
one patient was able to state that the two diseases had remissions and exacerbations 
simultaneously. 

A variety of terms, such as psoriasis arthropathica, arthropathia psoriatica, 
psoriasis arthritica, and psoriatic arthritis, have been used to describe the symptom- 
complex of psoriasis and arthritis. The precise definition of these terms has not 
been made. Some authors have used the terms in a most restricted manner, while 
others have applied them to any patient manifesting any type of arthritis and 

9. O'Leary, P. A.: Arthropathia Psoriatica, Proc. Staff Meet., Mayo Clin. 2:90 (April 27) 
1927. 

10. Bauer, W.; Bennett, G. A.; and Zeller, J. W.: Pathology of Joint Lesions in Patients 
with Psoriasis and Arthritis, Tr. A. Am. Physicians 56:349-352, 1941. 

11. Leezinsky, C. G.: The Incidence of Arthropathy in a 10-Year Series of Psoriasis Patients, 
Acta dermat.-venereol. 28:483, 1948; abstracted, Brit. J. Dermat. 62:142 (March) 1950. 

12. Madden, J. F.: Psoriasis: Clinical and Laboratory Statistical Study, Minnesota Med. 


22:381-385 (June) 1939. 
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psoriasis. Dawson and Tyson '* stated that the following criteria should be met 
in defining psoriasis arthzopathica: 1. The psoriatic lesions should be atypical in 
character and distribution. The eruption should be exudative in nature and associ- 
ated with the production of waxy, translucent papules and large, abundant, mica- 
ceous scales. The nails of both toes and fingers must be frequently involved. 2. The 
onset of the psoriasis may precede or coincide with the onset of the arthritis but 
changes in the one should be accompanied by like changes in the other. 3. The 
arthritis, while rheumatoid in type, should show a predilection for the terminal 
interphalangeal joints. Plenk '* further narrows what he terms psoriatic arthritis 
to those patients with psoriasis who have arthritis limited to the terminal phalangeal 
joints with associated psoriatic involvement of the respective fingernails. He thought 
that in other psoriatic patients there is no specific relationship to joint pains or 
rheumatoid arthritic changes as shown by x-rays. Epstein '® defined psoriatic 
arthritis as occurring in patients with atrophic arthritis associated with psoriasis and 
exhibiting a reasonable amount of synchronous activity evidenced by simultaneous 
remissions and relapses of the articular and cutaneous manifestations. Jeghers and 
Robinson '" defined arthropathia psoriatica in a manner similar to Epstein. Another 
concept of psoriatic arthritis is that of Faweitt,’’ who believed that there are various 
types of arthritis seen in psoriasis, but that the only true one is a rare form which 
is grossly destructive. The interphalangeal joints are most severely affected and 
the terminal phalanges are affected first. Clarke '* reported a case of arthritis muti- 
lans associated with psoriasis, and quoted Copeman who stated that arthritis 
mutilans is commonly associated with psoriasis. We failed to observe any examples 
of this tvpe in our group of cases. 

None of our patients came to autopsy, but the pathology associated with joint 
changes in arthritis and psoriasis was studied by Bauer, Bennett, and Zeller,'® and 
they were convinced that the findings were indistinguishable from those found in 
uncomplicated cases of rheumatoid arthritis. Their studies were on the knee joints 
of six patients and, although no sections were taken through the interphalangeal 
joints, these authors considered that the-findings were similar. At autopsy, Nordin '* 
examined the knee and elbow joints of a patient who had both psoriasis and 
arthritis of nine years’ duration. The elbow joint did not reveal any specific pathol- 


ogy, but the knee joint findings were identical with the changes seen in uncompli- 


cated rheumatoid arthritis. 


13. Dawson, M. H., and Tyson, T. L..: Psoriasis Arthropathica, with Observations on Certain 
Features Common to Psoriasis and Rheumatoid Arthritis, Tr. A. Am. Physicians 53:3°3-309, 
1938. 

14. Plenk, H. P.: Psoriatic Arthritis: Report of a Case, Am. J. Roentgenol. 64:635-639, 
(Oct.) 1950. 

15. Epstein, E.: Differential Diagnosis of Keratosis Blennorrhagica and Psoriasis Arthro- 
pathica, Arch. Dermat. & Syph. 40:547-559 (Oct.) 1939. 

16. Jeghers, H., and Robinson, L. J.: Arthropathia Psoriatica: Report of Case and Diseus- 
sion of Pathogenesis, Diagnosis and Treatment, J. A. M. A. 108:949-952 (March 20) 1937. 

17. Fawcitt, J.: Bone and Joint Changes Associated with Psoriasis, Brit. J. Radiol. 23:440- 
453 (July) 1950. 

18. Clarke, O.: Arthritis Mutilans Associated with Psoriasis, Lancet 1:249-251 (Feb. 11) 
1950. 

19. Nordin, G.: Fatal Case of Psoriasis Arthropathica, Acta dermat.-venereol. 15:221-242, 
(June) 1934. 
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Barber *° stated that psoriasis and rheumatoid arthritis are diseases of adapta- 
tion and the result of a morbid reaction to stress. Barber pointed to Selye’s work, 
which he thought disclosed that there is a relationship between psoriasis and adreno- 
cortical hypofunction; also that there is a questionable association between rheu- 
matism, arthritis, and psoriasis in families. According to Barber, psoriasis appears 
mainly in three age groups: in childhood when one gets rheumatic fever, in a 
later age when one gets rheumatoid arthritis, and in an older group when one gets 
menopausal arthritis. He furthermore stated that males predominate over females 
in incidence in a ratio of 3:2. Like rheumatic disease, psoriasis with arthritis is 
commoner in cold temperate zone countries and rarer in the tropics. He believed 
that when psoriasis appears in childhood there is usually an association with a 
streptococeal throat infection or tonsillitis, and that exacerbations often occur after 
an attack of tonsillitis; also that psoriasis in adults is frequently associated with 


streptococcal infections as well as with focal infections such as abscessed teeth and 


infected nasal sinuses. With due respect to Barber’s opinion, there are very few 
authorities who any longer agree that either arthritis or psoriasis is caused by focal 
infection, 

Dawson and Tyson '* discussed the significance of the association of psoriasis 
and rheumatoid arthritis, and they thought that the appearance of both diseases in 
the same patient could not be regarded as a chance phenomenon. They offer the 
hypothesis that the two conditions may have a common etiology. Their study of 
psoriasis and rheumatoid arthritis in uncomplicated cases seemed to reveal that the 
diseases have certain points in common: 1. The two diseases have the same geo- 
graphical distribution. Both diseases are more common in temperate zones. Both 
diseases diminish in incidence as one approaches warmer climates and are rare in 
the tropics. 2. Although both are chronic diseases and continue throughout the 
years, both are prone to appear or to become exacerbated in spring and more 
frequently show remission in the summer and fall. 3. Both diseases tend to occur 
in families. 4. There is a similarity in the pathological lesions in both diseases. 
In neither disease can it be claimed that the pathological changes are specific. 
Dawson and Tyson stated that Civatte showed that the inflammatory reaction in 
the dermis in psoriasis and the changes seen in the synovial tissues in rheumatoid 
arthritis are similar. 5. In a certain proportion of the cases there is suggestive 
evidence that both diseases are initiated by preceding infections, especially of the 
upper respiratory troct. 

An unselected group of psoriatics were subjected to x-ray studies of the joints 
commonly said to be involved in psoriasis accompanied by arthritis. Our patients 
comprised 30 psoriatics, of whom 14 complained of joint pains; the remainder did 
not complain of or clinically manifest arthritis. These patients ranged in age from 
8 to 68 years; 18 were males and 12 females. In those who had arthritic symptoms, 
the duration of the arthritis varied from 1 to 33 years. The study consisted of 
x-rays of both hands and both feet of each patient, and in those patients with specific 
joint complaints other than of the feet or hands the involved joints were also 
x-rayed, 


20. Barber, H. W.: Psoriasis, Brit. M. J. 1:219-223 (Jan. 28) 1950. 
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From our studies we are unable to accept the specific criteria for psoriatic 


arthritis proposed by the various authors previously mentioned. In many of our 


patients nail changes were evident without corresponding x-ray evidence of 


arthritis, while in others x-ray findings of arthritis were noted in the interphalan- 


geal joints with no nail involvement of the same digit. Often our patients with 


arthritic symptoms in the hands and feet did not show psoriatic involvement of 


those parts of the skin. Irom these x-ray studies and from discussions with roent- 


genologists, it is evident that one cannot distinguish roentgenologically between 


rheumatoid arthritis seen in psoriasis and uncomplicated rheumatoid arthritis. We 


think that the so-called psoriatic arthritis does not have a diagnostic roentgenologi- 


Age 


39 


51 


Sex 


M 


M 


M 


Dura- 
tion 
of Pso 
riasis 
in 
Years 
4 


39 


Duration 
oft 
Arthritis 
in 
Years 


33 


Type of 

Psoriasis 
Ceneralized 
vulgaris 


Generalized 
vulgaris 


Generalized 
vulgaris 


Generalized 
vulgaris 


Generalized 
exfoliative 


Generalized 
vulgaris 


Generalized 
vulgaris 


Generalized 
vulgaris 


Over pressure 
points 


Generalized 
vulgaris 


Generalized 
vulgaris 


Joints 
Involved 


Left knee 


Fingers, 
toes, and 
ankles 


Generalized 


Generalized 


Generalized 


Hands and 
back (de- 
forming 
type) 


Hands and 
wrists, 
(flexion de- 
formity) 


Spine, left 


hand, and 
feet 


Shoulders 
and wrists 


Hands, wrists 
and knees 


Generalized 


cal picture. We believe that because of the diverse types of cutaneous manifestations 


TABLE 3.—NX-Ray Studies of Thirty Unselected Patients with Psoriasis 


Nail 


Involve 


ment 
No 


Yes 


Yes 


X-Ray Findings 

Snall area of selerosis of base 
of 4th distal phalanx, right 
hand: rheumatoid arthritis, 
left knee 

Ankylosis of wrists: narrowing 
of phalangeal joint spaces; 
arthritic changes in ankles 
and tarsal bones of feet 

Hands normal; arthritie changes 
in all interphalangeal joint 
spaces; eystie changes in dis- 
tal and proximal phalanges 
of great toe; narrowing in 
interphalangeal joints 
Flexion deformities of all fin- 
vers; rarefled areas on joint 
surfaces of proximal phalanx 
of right thumb and second 
finger of right hand; rarefae- 
tion of distal radius, right 
Hands normal; arthritis of 2d, 
3d, and 4th metatarsopha- 
langeal joints of right foot 
Arthritis with varying degrees 
of ankylosis in interphalan- 
veal joints and metacarpo- 
phalangeal joints; in feet 
marked interphalanveal ar- 
thritis; eartilages narrowed 
in all joints 

Flexion deformities of fingers 
of left hand; some narrowing 
of interphalangeal joints of 
both hands, more marked in 
left 


Hypertrophic arthritis; anky- 
losis of metacarpophalangeal 
and metatarsophalangeal 
joints, as well as all inter- 
phalangeal joints; hyper 
tropbie arthritis of spine 

Moderate hypertrophie changes 
in several phalangeal joints 
of hands, feet normal; hyper- 
trophie changes in shoulder 
joints 

Narrowing of proximal inter- 
phalangeal joints of fingers; 
veneralized demineralization 
of bones; rheumatoid arthri- 
tis in elbows 

Moderate degree of deminer- 

alization of all bones of 

hands and wrists; no joint 
changes 
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3.—NX-Ray Studies of Thirty Unselected Patients with Psoriasis—Continued 


Dura 
tion Duration 
of Pso of 
riasis Arthritis Nail 
in in Type of Joints 'nvolve- 
Patient . Se Yeurs Years Psoriasis Involved ment X-Ray Findings 
12 A) 7) Generalized Hands and Yes, Feet normal: arthritie changes 
vulgaris feet especially in 2d and 3d fingers of left 
on 3d and hand and left wrist 
ith fingers 
of right 
hand 
None Generalized None 3d finger Negative 
vulgaris of left 
hand and 
right 
thumb 
None Generalized None Yes Nevative 
vulgaris 
Generalized Spine, No Negative 
vulgaris shoulders, 
and knees 
None Generalized None Negative 
vulgaris 
None Sealp only None Negative 
None Generalized None Negative 
vulgaris 
None Gieneralized None re Negative 
extensive 
None Creneralized None Negative 
extensive 
None Cittate None Negative 
None Giuttate None Negative 
None Localized None Slight luxation of thumbs at 
plaques on metacarpophalangeal joints 
pressure 
points 
None Generalized None Negative 
vulwaris 
None Localized None Nevative 
plaques on 
pressure 
points 
None Creneralized None Nevative 
None Feet & sealp None Negative 
None Localized None Negative 
plaques on 
pressure 
points 
None Loenlized on None Negative 
pressure 
points & 
sealp 
Generalized None Nevative 
vulgaris 


that may be seen, as well as the many joints that may be involved in any given 
patient, that one would be more accurate in designating the association as psoriasis 
with rheumatoid arthritis. 

The trophic changes of the bones and joints of the terminal phalanges seen in 
leprosy, yaws, syringomyelia, diabetes, and syphilis may simulate the roentgen- 


ological findings seen in psoriasis with rheumatoid arthritis. 


SUMMARY AND CONCLUSIONS 

No deviation from normal pancreatic function was found in any of the 15 cases 
studied, 

In our study of 30 cases of psoriasis we were unable to agree with authors who 
stated that in arthritis associated with psoriasis (a) there must be involvement and 
destruction of terminal interphalangeal joints; (2) the most severe roentgenological 
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changes occur in patients who have the greatest nail involvement; (¢) the arthritic 
changes need be limited to the hands and feet; (d) the destruction of bone must 
start at the distal joint surface. 

We found that nail changes are often seen in psoriatics who do not manifest 
either clinical or roentgenological evidence of arthritis. 

Our investigation showed that without clinical information roentgenologists 
are unable to state whether any given case of arthritis is psoriatic. 

We believe that the association of psoriasis and arthritis is casual and not specific 
and should, therefore, be designated as psoriasis with rheumatoid arthritis rather 
than psoriatic arthritis. 

In this discussion we did not single out those rare and severe cases of universal, 
erythrodermic, febrile psoriasis with almost universal arthritis or pustular psoriasis. 
However, in our opinion, the severity of the diseases is relative, and consideration 
of such severe cases does not alter our conviction. 

We have discovered nothing in our studies to indicate that psoriasis predisposes 


to arthritis or that the reverse is true. 
ABSTRACT DISCUSSION 


Dr. Frepertck G. Novy Jr., Oakland, Calif.: We are indebted to Dr. Madden for two 
excellent studies on the pathogenesis of psoriasis. With these studies and his many previous 


OF 


contributions, he has done much to clarity our understanding of this ubiquitous disease. 

In the study of pancreatic functions in psoriatics, Dr. Madden very rightly points out that 
our present methods are complicated and therefore subject to error. There is an extremely wide 
range of results in normal individuals. Only in those conditions such as sprue and celiae disease, 
in which there is a marked dysfunction of pancreatic activity, is one sure of true abnormal 
findings. From Dr. Madden's chart showing the findings on 15 patients with psoriasis, 6 of the 
patients showed below normal nitrogen contents in the feces and 5 showed a decrease in fat 
elimination, It should also be noted that five of these patients, one-third of those observed, 
showed lowered excretion of both nitrogen and fat. Dr. Madden feels that these findings are well 
within the limits of technical error and should be interpreted on that basis 

If, however, we had more exact methods to determine pancreatic functions, it might well mean 
that these patients are showing a hyperfunction of the panereas, so that less mitrogenous material 
and fat is eliminated in the feees. It would have been of interest 1f glucose tolerance tests had 
been done on these patients, to see whether the same patients showing low nitrogen and fat 
elimination would also show a hypoglycemic type of curve. This would be further evidence 
of possible pancreatic hyperfunction 

The studies on serum amylase and serum lipase all were found to be well within normal 
limits. 

[ feel from this study that there is not a definite pancreatic dysfunction in psoriasis. Perhaps 
with improved methods these low figures that Dr. Madden shows may be significant. 

Concerning fat metabolism, the significance of cholesterol has long been a disputed question 
in the etiology of psoriasis. Gofman (personal communication) working with the ultra-centrifuge 
on blood lipoproteins, examined about 15 psoriatics, some of them with a very severe form of 
the disease. He could find no deviation from normal in these patients, and so has felt that 
further investigations were unnecessary 

The relationship of psoriasis to arthritis is an interesting and important problem which Dr. 
Madden has attacked in a very logical manner by examining roentgenologically psoriatics with 
and without arthritis. If we assume the two diseases are related, then we should find evidence 
of arthritis by x-ray examinations in patients with long-standing psoriasis. Dr. Madden 
examined 17 patients with psoriasis without clinical arthritis and none of them showed roent- 
genological evidence of arthritis. Of this group, seven had nail changes. Some authors have 
found arthritic changes in the distal interphalangeal joints associated with nail changes in the 
same finger. These authors have felt that this form of arthritis is peculiar to psoriasis. There 


have been, however, only a few such cases reported. All of us, | am sure, have observed patients 
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over many years who have psoriatic nail changes without clinical arthritis in the joints of the 
same finger. Dr. Madden's findings substantiate this clinical observation. I feel we may assume 
that arthritis in the interphalangeal joints is not part of the pathology of psoriasis. 

The other group of patients that Dr. Madden examined had psoriasis and arthritis. Five of 
them had nail involyement, but there was no correlation between this and the arthritic changes 
found. This again would tend to confirm the viewpoint that psoriasis and arthritis are two 
separate diseases. 

I have had the same experience as Dr. Madden in discussing this problem with several roent- 
genologists. They also feel that they are unable to differentiate rheumatoid arthritis occurring 
in psoriatics from that in patients who do not have psoriasis. 

Dr. Paut A. O'Leary, Rochester, Minn.: I am still of the opinion that psoriatic arthritis 
is a specific entity and that it is not a variant of rheumatoid arthritis. I readily admit, however, 
that not every patient who has psoriasis and arthritis has psoriatic arthritis. As Dr. Madden 
pointed out, the diagnosis of psoriatic arthritis should be based on clinical as well as x-ray 
evidence, and of course the degree of x-ray evidence present depends upon the stage of the 
psoriatic involvement. The five diagnostic criteria that he enumerated are those accepted as 
characteristic of psoriatic arthritis, but I believe he has erred in endeavoring to interpret the data 
he accumulated from his comparatively few cases. When psoriatic arthritis appears, it is usually 
in patients who have had psoriasis for a long time and in whom there has been involvement of 
the nails for some time. As in lupus erythematosus, the degree of cutaneous involvement is not 
indicative of the degree of systemic involvement. In other words, psoriatic arthritis may develop 
in a patient who has a minimal amount of cutaneous psoriasis. It is well known that in psoriatic 
arthritis the distal interphalangeal joints are affected, while in rheumatoid arthritis involvement 


of other joints is the rule; however, joints other than the distal ones may also be involved in 
psoriatic arthritis, but when this occurs the typical distal joint involvement is also present. 

To my mind there is also a therapeutic correlation between the psoriasis and its arthritis, 
usually accomplished by the intensive treatment of the psoriasis with the Goeckerman regimen, 
and in these patients under this program the articular symptoms remit more rapidly and more 
completely than do those of rheumatoid arthritis from any type of treatment. In patients with 


rheumatoid arthritis and psoriasis the treatment of the psoriasis has no effect upon the joint 
symptoms. In psoriatic arthropathy pronounced bone destruction is the rule. It is true that a 
similar type of bone destruction may occur in certain neuropathies, but this in itself would seem 
to be an unsatisfactory argument for the thesis that psoriatic arthritis is not an entity but 
merely a form of rheumatiod arthritis. 

To the tyro, the x-ray appearance of involved joints in psoriatic arthritis may in many 
respects seem identical with those oecurring in rheumatoid arthritis ; however, to those who have 
seen more than a couple of dozen such patients there are certain distinctive features which I 
believe distinguish these conditions from each other. In the psoriatic arthritic the process may 
affect primarily the distal phalangeal joints, as has been mentioned repeatedly, but there is also 
synovial thickening and destruction of the margins of the articular cortex. Of equal importance 
is the fact that the destructive changes in these joints are frequently extreme, with complete loss 
of the articular suriaces, and at the same time the proximal interphalangeal joints and the 
tarsal and carpal joints may show no evidence of involvement whatsoever. In other patients, 
both the distal and the proximal interphalangeal joints may be involved, but the greatest change 
may occur in the metacarpal phalangeal and metatarsal phalangeal joints, where great destruction 
of the heads of these bones causes the distal ends of the bones to become pointed, so that they 
appear similar to a pencil point. In such cases the degree of pain and discomfort is usually 
surprisingly mild and in many cases there is greater actual destruction of the bone in psoriatic 
arthritis than is seen in ordinary rheumatoid arthritis. 

I agree with the authors that rheumatoid arthritis may develop in a_ psoriatic, and be 
unrelated; however, in the small series of cases studied by Dr. Madden it is quite possible that 
he did not happen to have one with psoriatic arthritis. Accordingly, I do not believe that his 
inability to recognize a psoriatic arthritic in his small group of cases permits him to draw the 
conclusion that psoriatic arthritis does not exist. 

Dr. Joun F. Mappen, St. Paul: I thank the discussers and wish to reemphasize one point. 
Roentgenologists cannot differentiate rheumatoid arthritis from psoriasis with arthritis without 
clinical aid; therefore, it seems proper to designate the association as psoriasis with rheumatoid 
arthritis rather than psoriatic arthritis. 
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BENIGN FAMILIAL PEMPHIGUS 
Cytology and Nosology 


LOUIS H. WINER, M.D. 


BEVERLY HILLS, CALIF. 
AND 


ALVIN J. LEEB, M.D. 
LOS ANGELES 


" eaee )LOGIC investigations of “benign familial pemphigus” are an aid in more 
definitely classifying this dermatosis. There have been numerous proponents * 


of and opponents * to the consideration of this lesion as bullous keratosis follicularis 


(Darier’s disease). Since there is no proved etiologic factor, those who oppose its 
relationship to Darier’s disease classify it as a disease sui generis and do not relate 
it to Darier’s disease or to pemphigus. 

We are reporting histologic and cytologic studies on five patients with benign 
familial pemphigus. These patients were all presented at local dermatological socie- 
ties, and their clinical and histological diagnoses were accepted unanimously. 


HISTOLOGY 

The histological findings in “benign familial pemphigus” are consistent and 
usually suggest the diagnosis. Lysis of epidermis with intraepidermal vesicle forma- 
tion is observed. The floor of the vesicle consists of the basal layer of epidermal cells 

From the Division of Dermatology, Department of Medicine, University of California at 
Los Angeles, and the Wadsworth General Hospital, Veterans Administration Center, Los 
Angeles. 

Reviewed in the Veterans Administration and published with the approval of the Chief 
Medical Director. The statements and conclusions published by the authors are the result of their 
own study and do not necessarily reflect the opinion or policy of the Veterans Administration. 

1. (a) Pels, I. R., and Goodman, M. H.: Criteria for the Histologic Diagnosis of Keratosis 
Follicularis (Darier): Report of a Case with Vesiculation, Arch, Dermat. & Syph. 39:438 
(March) 1939, (b) Goodman, M. H.: Familial Benign Chronic Pemphigus, Correspondence, 
ibid. 40:272 (Aug.) 1939. (c) Ellis, F. Av: Keratosis Follicularis Is Not Primarily a Follicular 
Disease, ibid. 50:27 (July) 1944. (d) Reiss, F.: Generalized Bullous Dyskeratosis (General- 
ized Bullous Darier’s Disease), with Special Reference to the Histogenesis and Metabolic 
Changes, J. Invest. Dermat. 9:17 (July) 1947. (e) Finnerud, C. W., and Szymanski, I. J.: 
Chronic Benign Familial Pemphigus, a Probable Vesicular Variant of Keratosis Follicularis, 
Arch. Dermat. & Syph. 64:737 (May) 1950. 

2. (a) Hailey, H., and Hailey, H.: Familial Benign Chronic Pemphigus, Arch. Dermat. & 
Syph. 39:679 (April) 1939. (b) Krank, S. B., and Rein, C. R.: Dyskeratoid Dermatosis, ibid. 
45:129 (Jan.) 1942. (c) Ayres, S., Jr., and Anderson, N. P.: Recurrent Herpetiform Derma- 
titis Repens, ibid. 40:402 (Sept.) 1939. (d) Weidman, F., in discussion on Frank and Rein.2> 
(e) Becker, S. W., and Obermayer, M. E.: Bullous Darier’s Disease (Pels and Goodman) : 
Familial Benign Pemphigus (Hailey and Hailey) ; Herpetiform Dermatitis Repens (Ayres and 
Anderson), Arch. Dermat. & Syph. 41:1170 (June) 1940. (f) Montgomery, H., in discussion 
on Becker and Obermayer.*¢ 
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and occasionally a second layer of cells. The roof of the vesicle is composed of two 
or three layers of epidermal cells covered by a parakeratotic stratum corneum. The 
edges of the vesicle space as well as the cells lying free in the vesicle have multiple 
nucleoli within a large rounded or oval nucleus. The cytoplasm of these cells is clear 
and finely granular. The lysed cells in the floor of the vesicle have an occasional 
mitotic figure. In the roof of the vesicle an infrequent dyskeratotic cell with 
eosinophilic granular keratin is seen. Adjacent to these granular keratinizing cells 
are cells with a double-refractile cytoplasmic membrane of corps ronds. Numerous 


polymorphonuclear leucocytes are seen invading the epidermis. These invading cells 


C 


Fig. 1.—1, histologic paraffin section. Hematoxylin and eosin; 1,000. Granular zone of 
benign familial pemphigus showing corps ronds with double-refractile membrane. Note multiple 
nucleoli in the large vesicular nuclei. B, cytologic smear. Giemsa stain; & 1,000. Corps ronds 
with double-refractile cytoplasmic membrane. (©, cytologic smear, Giemsa stain; x 1,000. 
Reticulated grain cells. 


form agglutinated masses, almost suppurative in nature, within the narrowed borders 
of some of the vesicles. In a similar manner, invasion of the vesicle roof forms a 
suppurative crust. 
CYTOLOGIC TECHNIC 

Specimens for cytologic study are obtained as advocated by Tzanck. An early lesion is selected 
for cytologic examination because it most readily yields the diagnostic criteria. The area is 
sterilized by gentle wiping with 70% alcohol. The vesicle roof is reflected back after one border 
is severed with a scalpel. The fluid contents are blotted gently, care being taken to avoid touch- 
ing the base. The lesion is then pinched firmly by the examiner's fingers to prevent bleeding, 
which not only dilutes but also obscures the smear. The floor of the vesicle is gently scraped 
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and the accumulated material spread directly on the center of a clean glass slide. The smear, 
air-dried by waving for a minute, is ready for staining. Further fixation of the smear is accom- 
plished by immersing the slide in 95% methyl alcohol for one minute. After the slide is washed, 
the Giemsa stain is applied. 
CYTOLOGY 

The smears contain great numbers of lysed epithelial cells of oval or rounded 
outline as well as normal epidermal cells. These lysed cells have large vesicular 
nuclei with one or more large distinct nucleoli. Some of the nuclei are two-thirds the 
size of the cell. The nucleoli are located in the center of the nucleus. The nuclear 
chromatin is reticulated. The cytoplasm is bright lavender and finely granular in 
character. In two of the five cases eosinophilic granular masses very suggestive of 
“grain cells’ (small parakeratotie cells with prominent nuclei) are present. These 
appear either as transformed nuclear elements or anuclear granular keratinized 
cytoplasmic masses. Adjacent to the grain cells are double-refractile cells resembling 


corps ronds. 


Fig. 2.—, histologic paraffin section. Hematoxylin and eosin; & 1,000. Epithelial roof 
overlying blister of benign familial pemphigus. Seen at ./ are two mitotic figures. Numerous 
large vesicular nuclei containing multiple nucleoli are seen. 2B, cytologic smear. Giemsa stain; 
x 200. This section contains the double nucleated cell as well as many cells characteristic of 
benign familial pemphigus 


DIFFERENTIAL DIAGNOSIS 
Clinically, the lesions of benign familial pemphigus always recur at their primary 
site alter being arrested temporarily by some mode of therapy. This recurrence 
limited to the original site is in direct contrast to pemphigus vulgaris. 


Soth conditions show primary lysis of the rete cells and accumulations of lysed 


cells within the epidermal clefts and vesicles as a result of secondary edema. In 


histologic section the epidermal cells of “benign familial pemphigus” are character- 
ized by the multiple and relatively large vesicular nuclei. One or more nucleoli are 
present within the nucleus of the involved epidermal cells. The epidermis overlying 
the vesicle or cleft occasionally has grain cells and corps ronds. This observation is 
rarely made because the edema causes a greater dispersal of characteristically altered 
epidermal cells than occurs in the dry form of keratosis follicularis (Darier’s dis- 
ease). The histology of pemphigus vulgaris shows no keratinizing changes in the 


epidermis except for the foliaceus type, in which there is a thickened stratum 
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corneum. The vesicles contain a slight cellular infiltrate. The cutis shows a tendency 
toward basophilic degeneration of the collagen. The cytologic smear in pemphigus 
shows the predominating Tzanck * cells. These are free or loosely attached, rounded 
or spindle-shaped, and somewhat smaller than the normal epidermal cells. The 
nuclei are rounded and are slightly increased in size. The nuclear chromatin 1s piled 
up on the nuclear membrane, and no nucleoli are seen, There is a clear circumnuclear 
vesicle surrounded by homogenous smudgy cytoplasm, which is condensed on the 
periphery of the cells. 

In the specimens obtained by the cytologic smear technic from “benign familial 
pemphigus,” grain cells and corps ronds were seen and were surprisingly numerous. 
They appeared more prominent in the cytologic preparation than im the histologic 
section. This may be due to the fact that the Giemsa staining procedure does not 
alter the keratinizing cells as much as does the histologic preparation. (It also 
could be stated that the cytologic method is a more efficient means of studying vesicle 
contents than the paraffin block procedure. ) 


Sachs, Hyman, and Gray * 


expressed the opinion that this condition is a variant 
of epidermolysis bullosa. The blister in epidermolysis bullosa forms subsequent to an 
erythema which is secondary to physical trauma. The sites involved, namely, the 
hands and feet, are not the areas affected in “benign familial pemphigus.” Histologi- 
cally, epidermolysis bullosa shows a lysis of epidermis from the cutis, which is based 
on a deficiency of elastic tissue within the underlying papillary cutis. In “benign 
familial pemphigus” the elastic tissue is present and normal. Cytologic smears show 
a few normal cornifying epithelial cells in epidermolysis bullosa. 

Clinically, “benign familial pemphigus” has at times resembled dermatitis her- 
petiformis. This dermatosis, histologically, consists of tense subepidermal bullae 
containing numerous eosinophiles. The epidermis shows no dyskeratoses. Lysis of 
epidermal cells does not occur. The edges of the vesicles are rounded by the edema, 
which is primary. Smaller satellite vesicles are seen bordering a central large vesicle. 


In the cytologic smear there are numerous eosinophiles, an occasional neutrophilic 


leucocyte, and a few normally cornifying epidermal cells. 


COMMENT 

Although we have bowed to general usage and have called this disease a benign 
type of pemphigus the choice of name has been badly made. ‘The term “pemphigus” 
denotes a fatal disease, and placing the adjective “benign” preceding pemphigus does 
not help in clarifying the status of this disease. Though a large group of observers 
have accepted the above title, we cannot consider this disease to be a variant of 
pemphigus, 

Microscopically, the dominant changes seen in “benign familial pemphigus” are 
the lysed and the abnormal keratinized epidermal cells. The lysed cells resemble the 


3. Tzanck, A.; Bourgeois-Gavardin, and Aron-Brunetiere, R.: Le cytodiagnostic immédiate 
en dermatologie, Ann. dermat. et syph. 8:205 (May) 1948 

4. Sachs, W.; Hyman, A. B., and Gray, M. B.: Epidermolysis Bullosa: A’ Recently 
Described Variant, Arch. Dermat. & Syph. 55:91 (Jan.) 1947. 
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embryonal cells described by Eichenlaub and Osbourn,’ Pinkus,® and Ebert.’ They 
are suggestive of the epitrichial vacuolated cells, or turgid cells, of the embryo, which 
normally are shed by the fetus in utero, having undergone keratinization without 
cornification, Retention of these embryonic cells could account for these pathological 
changes. 

Abnormal keratinization can be either granular or diffuse colloidal homogeniza- 
tion of the cytoplasm. The former is distinguished by the formation of eosinophilic 
granules with either the retention or the extrusion of the nucleus and loss of the 
cytoplasmic membrane. This process results in the formation of the grain cells seen 
in keratosis follicularis (Darier’s disease) and “benign familial pemphigus.” The 
diffuse colloidal type of keratinization shows the cell hyalinized and containing a 
pyknotic nucleus. This phenomenon has been called individual cell keratinization 
and is most frequently seen in carcinoma in situ. (Bowen’s disease), keratoses, 
prickle-cell carcinomas, and verrucae. 

The grain cells correspond in their cyele to the cells of the most superficial layer 
of the stratum granulosum. Owing to some unexplained phenomenon, most likely 
of a congenital nature, the granules stain red instead of the purple of normal kerato- 
hyalin. he precursors of the grain cells, or the cells just beneath them in the 
stratum granulosum, are the corps ronds. These have a double-refractile cell mem- 
brane which stains dark blue with hematoxylin and eosin. 

Cornification in “benign familial pemphigus” is characterized by parakeratotic 
crusted scales. This is the result of abnormal keratinization based on the retention 
of the embryologic epitrichial cells. Similar cells are occasionally seen in the hard 
nevus of Unna, epidermodysplasia verruciformis, acrokeratosis verruciformis 
(Hopf), and ichthyosiform erythroderma, Occasionally more than one type of these 
epidermal nevi are seen in the same patient. Finnerud and Szymanski’s ' patient 
had, in addition to both the dry and the bullous types of Darier’s disease, hard nevi 
of Unna on the dorsa of the hands. Barker's > patient with ichthyosiform erythro- 
derma also had an associated nevus unius lateris of the ichthyosis hystrix type or 
epidermodysplasia verruciformis. Thus, we are able to classify “benign familial 
pemphigus” together with Darier’s disease in the same category of epidermal nevi. 

Clinically the ditference between the lesions of Darier’s disease and “benign 
familial pemphigus” are explainable. Darier’s disease is localized to areas where 
maceration causes early rupture of the vesicle. In benign familial pemphigus the 
lesions occur at sites where mechanical trauma as well as maceration are minimal. 
Therefore the vesicles in these areas can persist and tend to recur. 

Cytologically the finding of dyskeratoses, abnormal cornification, and multiple 
nucleoli, together with the histologic lysis of epidermal cells and the formation of 


clefts, influence us to consider “benign familial pemphigus” to be the bullous type 


5. Eichenlaub, Ff. J., and Osbourn, R. A.: Studies in the Histogenesis of the Epidermis, 
A. M. A. Arch. Dermat. & Syph. 64:700 (Dec.) 1951. 

6. Pinkus, F., in Bardeen, C. R., and others: Manual of Human Embryology, edited by 
I. Keibel, and F. P. Mall, Philadelphia, J. B. Lippincott Company, 1910, Vol. 1, pp. 243-291. 

7. Ebert, M. H., in discussion on Eichenlaub, and Osbourn.’ 

8. Barker, L. P., and Sachs, W.: Congenital Ichthyosiform Erythroderma with Bullae, read 
before the annual meeting of the American Dermatologic Association, Colorado Springs, Colo., 
April 23, 1952; A. M. A. Arch, Dermat. & Syph., to be published. 
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of Darier’s disease. The cytologic smear alone is not of itself always diagnostic but, 
together with the clinical and histologic findings, it suggests the diagnosis as well 
as the etiology of this dermatosis. 


SUMMARY AND CONCLUSIONS 

1. Corps ronds and grain cells were found in cytologic smears of typical clinical 
cases of “benign familial pemphigus.” We have not found them in any of the other 
bullous skin diseases. 

2. The Tza.ick cell of pemphigus vulgaris seen in cytological preparations differs 
from the epitrichial turgid vesiculated cells of “benign familial pemphigus,” which 
have large single or multiple reticulated nuclei, definite nucleoli, and fine granular 
cytoplasm, 


3. Evidence obtained by the cytologic smear method suggests that “benign 


familial pemphigus” is a delayed epidermal nevus and would be more properly 


considered as bullous keratosis follicularis (Darier’s disease ). 


9915 Santa Monica Blvd. (Dr. Winer). 
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MOLLUSCUM CONTAGIOSUM TREATED WITH OXYTETRACYCLINE 
(“TERRAMYCIN”) 


MEYER L. NIEDELMAN, M.D. 
PHILADELPHIA 


Success in the use of oxytetracycline (“terramycin”) in the treatment of chancroid, lympho- 
granuloma venereum, and granuloma inguinale, as my associates and I} reported recently, led 
me to try this agent in a case of molluscum contagiosum, which is considered to be caused by a 
virus infection. 

A 5-year-old white boy, when first seen at Temple University Clinic on Dee. 26, 1951, had 
92 lesions due to molluscum contagiosum distributed across his back and chest, and new eruptions 
were appearing. His parents reported that the condition had been present for about nine months. 
Oral treatment with a suspension of oxytetracycline was begun, 1 teaspoonful (containing 250 
mg. of oxytetracycline) four times a day. After four days diarrhea developed, not sufficiently 
severe, however, to warrant discontinuation of the drug. The dose was reduced to 1 teaspoonful 
three times a day and continued for 10 days. At the end of that time many of the lesions had dis- 
appeared, and no new ones had appeared. Treatment was then discontinued. 

When the patient was seen again on April 11, 1952, all lesions had disappeared except for 
areas of hyperpigmentation. 

Only one other case in which oxytetracyeline was used in the treatment of this condition has 
been reported in the literature, that of a 2-year-old Negro girl whose iesions disappeared com- 
pletely after 14 days, during which two courses of therapy of 4 days each were given.? 

The effectiveness of oxytetracycline in this condition and the case of its administration give 
it a distinct advantage over other methods of treatment, such as the time-honored one of 
expressing the contents of each lesion and applying phenol * or other escharotics. The newer 
drugs, such as aureomycin,’ sulfadiazine,® and podophyllum,® have been used successfully. 
Sensitivity to the sulfonamides limits their usefulness, especially in children. 

Assistant Professor of Dermatology and Syphilology, Temple University School of Medicine. 

Krom the Department of Dermatology and Sypnilology, Temple University School of 
Medicine (Carroll S. Wright, M.D., Chairman). 

1. Niedelman, M. L.; Pierce, H. E., Jr.; Hoffstein, L. D., and Matteucci, W. V.: Terra- 
mycin in the Treatment of Chancroid, Lymphogranuloma Venereum, and Granuloma Inguinale, 
Am. J. Syph. 35:482-487 (Sept.) 1951. 

2. Mopper, C.: Terramycin Therapy of Molluscum Contagiosum, A. M. A. Arch. Dermat. 
& Syph. 65:613- 614 (May) 1952. 

3. Low, R. C.: Molluscum Contagiosum, Edinburgh M. J. 583:657-670 (Dec.) 1946. 

4. Vollmer, H.: Molluscum Contagiosum Treatment with Aureomycin, J. Pediat. 36:797 
(June) 1950. 

5. Laymon, C. W.: Molluscum Contagiosum Treated with Sulfadiazine, Arch. Dermat. & 
Syph. 53:643 (June) 1946. 

6. Barefoot, S. W.: Resin of Podophyllum in Treatment of Molluscum Contagiosum, 
A.M. A. Arch. Dermat. & Syph. 63:256-259 (Feb.) 1951. 
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Nature’s method of cure, Low ® has pointed out, is secondary infection. “There seems to 
be no reason,” he states, “why molluscum contagiosum, if not infected, should not progress 
indefinitely. . . . Treatment and cure of one or two Jesions does not lead to spontaneous cure 


Mollusecum contagiosum in 5-year-old white boy, anterior view. 
of the other lesions.””. Oxytetracycline, which is effective against a wide range of organisms,! 
seems to spare the patient the discomfort and the possible danger of secondary infection, and 
appears to act directly on the etiologic agent so that all lesions are cured. 


2123 Pine St. (3) 


CYTOLOGY OF KAPOSI’S SARCOMA 


MELVIN H. STICH, M.D. 

HAROLD B. EIBER, M.D. 

MAURICE MORRISON, M.D. 
AND 


LEO LOEWE, M.D. 
BROOKLYN 


The purpose of this paper is to illustrate, by means of high-magnification photomicrographs, 
the characteristic type of cell found in lesions of a case of Kaposi's sarcoma (idiopathic multiple 


hemorrhagic sarcoma) and thus to attempt to throw some light on the controversial subject 


of the cell origin of this disease. We also wish to report the effect of cortisone and corticotropin 
(ACTH) on the clinical course in this case of Kaposi's sarcoma 


From the medical and hematology services of the Jewish Hospital of Brooklyn. 
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REPORT OF A’ CASE 


J. 1, a 71-year-old Italian man, was admitted to the Jewish Hospital of Brooklyn on Nov. 24, 
1951, with complaints of swelling, itching, and inflammation of the legs of several years’ duration. 
Twelve years previcusly, a small, itchy, purple-red papule appeared on the dorsum of the left 
ankle. This remained unchanged until four years later, when a number of small similar lesions 
appeared in the same area, with simultaneous increase in size of the original papule. After this, 
new lesions gradually appeared on both feet and lower legs with some coalescing and enlarging 
of the older ones. Severe pruritus always preceded the appearance of new papules by a period 
of several weeks. Two years ago, the ankles began to swell, with later involvement of the lower 
legs to the knees. During the last three years, he had had a number of courses of x-ray therapy 
without any effect on the course of the disease. Two months prior to admission he was given 25 
mg. of cortisone by mouth four times a day, with some amelioration of the subjective complaints 
and moderate diminution of the pruritus of the lower extremities. 

The past history revealed typhoid at the age of 16 years, an appendectomy at 26 years, a 
cholecystectomy at 62 years, and pneumonia at 71 years. The only other complaint was nocturia, 
necessitating urination several times a night, of several years’ duration. 

Examination revealed the following positive findings: The liver edge was palpable, and the 
prostate was moderately enlarged on rectal examination. There was bilateral pitting edema 
of the lower legs to the knees. Numerous purplish-red papules of various sizes were present 
over the entire area of the lower legs and feet, the intervening skin showing a purplish pig- 
mentation and moderate scaling. 

Laboratory studies on admission were reported as follows: The hemoglobin content was 
97% ; red blood cells numbered 4,770,000, and white cells, 8,650, of which 69% were polymorpho- 
nuclear leucocytes, 30% lymphocytes, and 1% monocytes. The urine was normal. The Mazzini 
reaction was negative. Blood chemistry studies gave the following values: albumin, 3.8 gm. per 
100 ml.; globulin, 1.8 gm., and urea nitrogen, 13 mg.; thymol turbidity, 2.1 units; alkaline 
phosphatase, 1.6 Bodansky units; acid phosphatase 1.0 Gomori unit. An intravenous  sulfo- 
bromophthalein sodium excretion test showed 53.5% retention at the end of 45 minutes. Because 
of the findings referable to the liver, serial gastrointestinal x-ray studies were made; they were 
reported as showing a scirrhous carcinoma involving the upper two-thirds of the stomach. 
Biopsy of a skin lesion was reported as showing Kaposi's sarcoma. Findings on bone marrow 
study were normal except for the finding of the peculiar cells that are the subject of this paper, 
and repeated needle aspirations from the skin lesions revealed a similar cytology. 

There was no change in the cutaneous picture after a three-week intensive course of 
parenteral cortisone therapy. After an interim of several days an intensive course of cortico- 
tropin therapy was begun, with equally discouraging results. No surgery was contemplated for 
the gastric findings, and the patient was discharged from the hospital on Dec. 21, 1951. 


COMMENT 

Since Kaposi® first described the disease bearing his name, in 1872, over 600 cases have 
been reported in the literature. This condition has certain predilections, being found in males 
in 95% of the cases, being extremely prevalent in the Jewish and Italian races, and having its 
highest incidence of onset in the fifth to seventh decades. The average duration until death is 15 
years, although the reported range is from a few months to 25 years. 

The site of origin in the great majority of cases is on the skin of one of the extremities, the 
foot being the commonest location. ‘The original lesion is usually a bluish-red macule. Gradually, 
numerous macules appear, enlarge, and tend to coalesce and form elevated plaques, with the 
extremities involved bilaterally and symmetrically. The lesions have a tendency toward hemor- 
rhage with the deposition of broken-down blood pigments. Infiltration of the subcutaneous 
tissues later leads to marked local lymphedema. Eventually, lymph node, mucous surface, and 


1. Footnote deleted. 


2. Kaposi, M.: Idiopathisches, multiples Pigmentsarkom der Haut, Arch. Dermat. u. Syph. 
4: 265-273, 1872 
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visceral involvement are evident. However, recent reports,’ have shown disease in all these 
locations prior to skin involvement, with some cases proceeding to a fatal termination without 
the appearance of cutaneous manifestations at any time. 

The lesions microscopically go through three stages.4 Early, there is an inflammatory phase 
showing dilatation of the vessels in the skin with a surrounding infiltration of round and connec- 
tive tissue cells. The second, or granulomatous phase, features edema, hemorrhage, and con- 
nective tissue and endothelial cell proliferation. Finally, the disease reaches the terminal phase 
of a mixture of sarcomatous cells of unknown origin, fibrous tissue, and blood pigment. 


In spite of the many pathological investigations that have been undertaken, there have been 


two controversial points which only recently have had some light shed upon them. Much debate 
has arisen as to whether the noncutaneous lesions are metastatic from the skin or whether the 
disease arises from multicentric foci. The: latter viewpoint ts now being widely accepted. In 
favor of it are the early characteristic proliferative changes found in multiple areas of the spleen, 
liver, bone marrow, and lymph nodes—all far removed from the skin lesion °—the appearance 
of other scattered visceral lesions, and the simultaneous appearance of multiple, bilateral, and 
symmetrical dermal lesions. The other aspect of the disease on which there have been differences 


of opinion is the histological site of origin of the Kaposi sarcoma cells. Recent publications & 
have indicated that the disease is a dysplasia of the reticuloendothelial system. Supporting this 

3. (a) Aegerter, KE. E., and Peale, A. R.: Kaposi's Sarcoma: A Critical Survey, Arch. 
Path. 34:413-422, 1942. (b) Choisser, R. M., and Ramsey, E. M.: Angioreticuloendothelioma 
(Kaposi's Disease) of the Heart, Am. J. Path. 15:155-178, 1939. (c) Tedeschi, C. G.; Folsom, 
H. F., and Carnicelh, T. J.: Visceral Kaposi's Disease, Arch. Path. 48:335-357, 1947. (d) 
Graham, T. N.: Idiopathic Multiple Hemorrhagic Sarcoma (Kaposi): Report of an Unusual 
Case in Which Initial Lesion Was on Eyelid, Arch. Ophth. 27:1188-1192, 1942. (¢) Seagrave, 
K. H.: Kaposi's Disease: Report of a Case with Unusual Visceral Manifestations, Radiology 
51: 248-251, 1948. 

4. McCarthy, W. D., and Pack, G. T.: Malignant Blood Vessel Tumors: Report of 56 
Cases of Angiosarcoma and Kaposi's Sarcoma, Surg., Gynec. & Obst. 91:465-482, 1950. 

5. Stats, D.: Visceral Manifestations of Kaposi's Sarcoma, J. Mt. Sinai Hosp. 12:971-983, 
1946. Tedeschi, Folsom, and Carnicelli.”« 

6. Doerffel, J.: Histogenesis of Multiple Idiopathic Hemorrhagic Sarcoma of Kaposi, Arch 
Dermat. & Syph. 26:608-634, 1932. Choisser and Ramsey.*» 
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Fig. 1.—Biopsy specimen of skin lesion; x 110. 
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Fig. 2—Aspirated material from skin lesion; x 1,250. 
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Fig. 3.—Aspirated bone marrow; x 1,250. 
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Fig. 4.—Aspirated skin lesion; x 1,250. 
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viewpoint are the tissue culture studies which apparently demonstrate a primitive mesenchymal 
origin,? the above-mentioned multiple changes in the various organs containing the greatest 
concentration of reticuloendothelial tissue, and the many reports of the coexistence of various 
lymphoblastomas with Kaposi's sarcoma,® 


CYTOLOGICAL STUDIES 


Needle aspiration of a great many of the lesions of the feet and lower legs of our patient 
Was performed. A thoroughly dry 10 ce. syringe and a 20-gauge needle were used. The lesion 
was punctured and entered, and then the needle rapidly withdrawn while constant suction was 

. maintained by traction on the syringe barrel. This technique is similar to the one deseribed in 
our recent papers on spleen” and lymph node!" aspiration. The small amount of tissue juice 
obtained was then spread on a slide and stained with Wright's stain. All the aspirates revealed 
an identical type of cytological picture. The cells found showed a tremendous variation in all 
characteristics. There were marked differences in size, shape, and staining of the cells, nuclei, 
and cytoplasm. Some cells were perfectly round, others elongated, and some even whip-like in 
appearance. The illustrations demonstrate some of the variations found. A great many cells 
possessed pseudopods or varying-shaped projecting processes. Almost all contained large clumps 
of phagocytosed broken-down blood pigments, and in many there were also round vacuoles which 
apparently were engulfed globules. The bone marrow aspiration revealed similar cells singly and 
in clumps, also containing large amounts of pigment. 

These cells apparently belong to the class of cells to which Metchnikoff gave the name 
macrophages. Many synonyms have appeared in the literature, such as the polyblasts of Maxi- 
mow, clasmatocytes of Ranvier, adventitial cells of Marchand, and histiocytes of Aschotf. The 
latter also coined the term “cells of the reticuloendothelial system.” Macrophages appear 


normally in the blood as monocytes, as well as in almost all other tissues, being found in the 
largest numbers in the liver (Kupffer cells), spleen, lymph nodes, and bone marrow as sinusoidal 
lining cells. Study of the living cells has shown them to be perpetually in motion, shooting out 
membranous pseudopods whose ends contain waving streamers which surround and engult 
foreign or dead matter in an ameboid manner. Stained fixed cells almost always are uniformly 
rounded out with occasional processes still being visible. We have regularly found these cells 
in large numbers in all our bone marrow, spleen, liver, and lymph node aspirations, and they 
conform to this description on stained smear. We have also on occasion found engulfed blood 
pigment in cases of acute hemolysis. Never, however, have we seen the bizarre varieties of this 
cell class that were present in the lesions of this case. 


SUMMARY AND CONCLUSIONS 


Cells obtained by needle aspiration of skin lesions and the bone marrow of a case of 
Kaposi's sarcoma are described and illustrated. 

It is our opinion, based upon extensive experience with bone marrow, spleen, liver, lymph 
node aspiration, and the study of reticuloendothelial cells in all these tissues, that the cells found 
in this case are reticuloendothelial in origin. 

Cortisone and corticotropin (ACTH) had no therapeutic effect in this case of Kaposi's 
sarcoma. 


7. McCarthy and Pack.4 Osborne, E. A.; Jordan, J. W.; Hoak, F. C., and Pschierer, 
FF. J.: Nitrogen Mustard Therapy in Cutaneous Blastomatous Disease, J. A. M. A. 135: 
1123-1127, 1947. 

8. Cole, H. N., and Crump, FE. S.: Report of 2 Cases of Idiopathic Hemorrhagic Sarcoma, 
Arch. Dermat. & Syph. 1:283-295, 1920. Greenstein, R. H., and Conston, A. S.: Co-Existent 
Hodgkin's Disease and Kaposi's Sarcoma, Am. J. M. Se. 218:384-388, 1949. Sachs, W., and 
Gray, M.: Kaposi's Sarcoma and Lymphatic Leukemia: Report of a Case with Histologic 
Evidence of 2 Diseases in Same Lesion, Arch. Dermat. & Syph. 51:325-329, 1945. MeCarthy 
and Pack.4| Osborne, Jordan, Hoak, and Pschierer.? 

9. Morrison, M.; Samwick, A. A.; Rubenstein, J.; Morrison, H., and Loewe, L.: Splenic 
Aspiration: Clinical and Hematological Considerations Based on Observations in 105 Cases, 
J. A. M. A. 146:1575- 1580, 1951. 

10 Morrison, M.; Samwick, A. A.; Rubinstein, J.; Stich, M., and Loewe, L.: Lymph Node 
Aspiration; Clinical and Hematological Considerations, Am. J. Clin. Path., to be published. 
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OPEN-FLASH TECHNIQUE FOR DERMATOLOGIC PHOTOGRAPHY 


ROBERT MORRIS 
AND 
JOHN T. CRISSEY, M.D. 
PHILADELPHIA 


In recent years the busy dermatologist wishing to photograph clinical material in his office 
or clinte has often turned to a number of supposedly automatic and foolproof camera assemblies 
designed to eliminate the need for calculation of any kind on the part of the operator. The 
unsatisfactory materials with which so many dermatologic speakers and writers attempt to 
illustrate their work attests clearly to the inadequacy of any “automatic” device within the 


means of the average physician. 


Fig. 1—Kquipment used: bellows-type view camera; 6 in. lens with 81C filter and adapter ; 
No. 11 flash bulbs; tilting and revolving tripod head, and flash gun. 


There are several simple methods used by professional photographers which will prove far 
more satisfactory, both in cost of equipment and in final results. The purpose of this paper is 
to outline one such procedure, a technic known as “open flash,” which is suitable for both black 
and white and color photography, produces excellent results with a minimum of equipment, and 
can easily be employed by the dermatologist as an office procedure. 

Open flash is a method of photographie lighting in which the shutter is opened, the lamp 
flashed, and the shutter immediately closed. In common with flash photography in general it 
offers notable advantages over other methods. The small lens apertures used and the short 
duration of the effective illumination minimize picture loss due to patient movement. This is 


particularly important in photographing children. The necessity for posing patients under hot 


From the Department of Dermatology, School of Medicine, University of Pennsylvania 
(Dr. Donald M. Pillsbury, Director). 

Photographer, Department of Dermatology, University of Pennsylvania, and Deats Photo- 
graphic Studios (Mr. Morris); Instructor, Department of Dermatology, University of Penn- 
sylvania (Dr. Crissey). 
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PHOTOGRAPHY 


and glaring floodlights is eliminated, and with it those perspiring brows, burned fingers, and 
frayed tempers. Open flash has an added advantage in not requiring expensive and delicate 


shutter synchronization and adjustment. 


Equipment (Fig. 1) 
Cost 
1. Bellows-type view camera with 3'4 in. (8 em.) 444 in. (11 em.) back $50-$100 
6 in. (15 em.) lens with shutter and maximum diaphragm opening of f/6.3 
and minimum opening of f/45....... 
Stable tripod with tilting and revolving head 
Flash gun (to take three 1'%-volt dry cell batteries) with 7 in. (18 em.) 
reflector 
5. Six 3% in. & 4% in 


6. Kodak® 81C filter and adapter 


Materials 

1. Black and white film 

Super speed ortho portrait“ (kodak) 
2. Color film 

Ektachrome® type B (kodak*®) 344 in. 444 In. 
3. Flash bulbs 

General Electric No. 11 

Westinghouse No. 11 

PROCEDURE 


1. Pose the patient against a plain background, away from windows. A sheet or a blank wall 
is a suitable backdrop. Whether the area to be photographed requires that the patient stand, sit 
or recline, be certain that he is comfortable and properly supported. 


Ipertures Recommended for tarious [Distances 


Distance trom Color, Black and White, 
Lamp to Subject Indicated Aperture" Indieated Aperture * 


ft. (46 em.) f /32 
3 ft. (91 em.) f 
ft. (422 em.).... ree 
5 tt. (162 em 
ft. (244 em.) 


stop more exposure for dark skin, 


2. Hluminate the field with an ordinary office examining lamp. Open the lens shutter (place 
indicator of shutter over 7 or Z [German lenses] and press shutter release). Open the lens 
diaphragm to its maximum aperture. Move the tripod and camera to a distance from the 
subject that will include on the ground glass the field desired. Be certain that the &1C filter is 
in its proper place over the lens. Focus the desired field on the ground glass by changing the 
bellows length. With most view cameras this is accomplished by a rack-and-pinion device 

3. Close the shutter by again pressing the shutter release. Place the loaded film holder in its 
place at the rear of the camera and draw dark slide. Place a fresh bulb in the flash lamp 

4. Hold the flash lamp in the hand and direct it toward the area to be photographed. The 
bulb must be a little behind the plane of the lens; it may be moved laterally when oblique light 
ing is desired. Papular and nodular lesions which are not associated with color change will not 
register properly in black and white unless obliquely lighted. The smaller the elevation, the more 
marked this side lighting must be. In working with color, little oblique lighting is necessary, 


especially if color change is present 


me 
2 | 
Fotal $143-$205 
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Fig. 3.—Exfoliative dermatitis. 
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j 
Fig. 2—Squamous cell epithelioma 


RONCHESE-KERN—KAPOSI’'S SARCOMA AND DIABETES MELLITUS 95 


When the light position has been determined, estimate the distance from the bulb to the field. 
Close the diaphragm to the aperture recommended for that distance in the table. 

5. Turn the beam of the examining lamp away from the subject. Again open the shutter by 
pressing the shutter release. Flash the lamp from the previously determined position. Close the 
shutter by pressing the release. Replace the dark slide in the film holder and remove the holder 
trom the camera. 

This method is adaptable to everything from full-length figures to extreme close-ups. In the 
latter it is sufficient to bring out the finest detail in individual lesions (Figs. 2 and 3). With a 
little practice, these steps will soon be mastered and will become part of the regular office 
procedure. 

PROCESSING 


One who is photographically inclined may wish to do his own processing, particularly of black 
and white material. Ektachrome® can be processed by the operator, but most physicians would 
find it a tedious and unrewarding task. It is better to send the work to a reputable processing 
laboratory. The processor can then reload film holders at the time of processing. 


SUMMARY 


An open-flash technique for dermatologic photography is outlined. Its advantages are 


discussed. 


KAPOSI’S SARCOMA AND DIABETES MELLITUS 


FRANCESCO RONCHESE, M.D. 
AND 
ARTHUR B. KERN, M.D. 
PROVIDENCE, R. |. 


Kaposi's sarcoma is a disease concerning the etiology of which there has been much con- 
troversy. Although today it is generally accepted as a neoplasm, it has been maintained by 
some ! that it is secondary to chronic inflammation. This inflammatory reaction, in turn, has 
been explained as being due to some toxic substance.2. Hurlbut and Lincoln * recently reviewed 
a series of 13 cases and noted that 6 (46%) of these presented evidence of diabetes mellitus 
They stated that this high incidence of diabetes appeared to be more than coincidental. With 
the idea in mind that further investigation along the line suggested by these authors might 
perhaps serve to shed some light on the clouded nature of the disease, we have analyzed a series 


of cases of Kaposi's sarcoma with regard to the presence or absence of diabetes mellitus 


REVIEW OF CASES 


The records of the Rhode Island Hospital for the past 20 years vielded 15 cases of Kaposi's 
sarcoma; an additional one had been observed at the Charles V. Chapin Hospital.! In 11 ot 
the 16 laboratory procedures commonly used as aids in establishing the diagnosis of diabetes 
mellitus were employed. 

Ten of the 11 patients were males. Seven were born in Italy, two in Russia, and one each 
in Lithuania and Engtand. The only Jewish patients were the two who had been born in Russia 
The disease had its onset during the second decade of life in one, in the fourth decade in one, 
in the sixth decade in six, in the seventh decade in two, and in the eighth decade im one. 

From the Department of Dermatology, Rhode [sland Hospital, Dr. Francesco Ronechese, 
Chief of Service. 

1. Ronchese, F., and Kern, A. B.: Sarcoma Kaposi (Angioreticulomatosis): A Review of 
16 Cases, Postgrad. Med., to be published. 

2. Ormsby, O. S., and Mentgomery, H.: Diseases of the Skin, Ed. 7, Philadelphia, Lea 
& Febiger, 1948, p. 859. 

3. Hurlbut, W. B., and Lincoln, C. S., Jr.: Multiple Hemorrhagic Sareoma and Diabetes 
Mellitus: Review of a Series with Report of 2 Cases, Arch. Int. Med. 84:738 (Nov.) 1949. 


+ 
= 
: 
at 
4.4 


V/ ARCHIVES OF DERMATOLOGY AND SYPHILOLOGY 


Routine urinalysis, including a qualitative test for sugar, was done in each case, and in 
no instance was there evidence of glycosuria. The urine of one patient gave a 1 + reaction 
gn two occasions, but two other specimens were found to be normal. Another patient was 
reported as having a trace of sugar in his urine. Devermination #f the fasting blood sugar 
was done for eight of the patients, including the two just referred to, and in every case a 
normal value was obtained. 

COMMENT 

Hurlbut and Lincoln ® stated that the reason for the coexistence of the two diseases in their 
series was not apparent, but they suggested the possibility of an endocrine imbalance in Kaposi's 
sarcoma. Fischer and Cohen,* in 1951, reported a case of the latter of 25 years’ duration, which 
became complicated by the development of diabetes mellitus and raised the question as to 
whether the diabetes may have been the result of pancreatic involvement by the tumor, 

That the association of diabetes mellitus and Kaposi's sarcoma is rare was pointed out by 
Hurlbut and Lincoln, who were unable, with the exception of one questionable case, to find 
any report in the literature concerning the simultaneous occurrence of these two disorders. Our 
failure to find evidence of diabetes in the small series of cases studied corroborates this 
observation 

\pparently some explanation other than that of a cause and effect relationship is necessary 
to understand Hurlbut and Lincoln's findings. The greater incidence of diabetes mellitus in 
Jewish people is an established fact, and it is possible that these authors’ results may in part 
be due to the unusually large proportion of Jewish patients in their series. Duncan ® has stated, 
“The unusual predisposition of the Jewish race to diabetes is true in all countries, though it 
is probably more clearly shown in greater New York (Jewish Commercial Survey, 1931).” 
Right (61.59%) of Hurlbut and Lincoln’s New York patients were Jewish, in contrast to an 
incidence of 12.6% in Dorffel’s © large series (356 cases) and of 18% in our series. Unfortunately, 
it was not stated whether or not all the diabetics in Hurlbut and Lincoln's group were Jewish. 
It might be pointed out that the patient reported by Fischer and Cohen * was Jewish. Whereas 
it is recognized that the error in population sampling does not entirely explain the discrepancy 
in their results, we believe that it may be one of the factors responsible. 

Additional reports by others who have had the opportunity to study a greater number of 


cases would be of value in the study of this problem. 


SUMMARY 

Laboratory tests on a series of 11 patients with Kaposi's sarcoma have failed to demonstrate 
the presence of diabetes mellitus. 

It is suggested that the high incidence of diabetes in the cases reported by Hurlbut and 
Lincoln may have been in part the result of an abnormal proportion of Jewish patients in 
their series. 

170 Waterman St. (6) (Dr. Ronchese). 


247 Waterman St. (6) (Dr. Kern). 


4. Fischer, J. W., and Cohen, D. M.: Simultaneous Occurrence of Kaposi's Sarcoma, 
Leukemia, and Diabetes Mellitus: Report of a Case, Am. J. Clin. Path. 21:586 (June) 1951. 
5. Dunean, G. G.: Diseases of Metabolism: Detailed Methods of Diagnosis and Treatment, 


Ed. 2, Philadelphia, W. B. Saunders Company, 1947, p. 709. 


6. Doérffel, J.:  Histogenesis of Multiple Idiopathic Hemorrhagic Sarcoma of WKaposi, 
Arch. Dermat. & Syph. 26:008 (Oct.) 1932. 
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ISOIMMUNE PHENOMENON IN ERYTHEMA MULTIFORME 


IRVING N. HOLTZMAN, M.D. 
BROOKLYN 


The following observation is presented as an interesting intercurrent phenomenon in a case 
f erythema multiforme with possible immunological significance. 

H. k., a boy aged 12, was admitted to Kingston Avenue Hospital, Feb. 22, 1952, with the 
chief complaint of sore throat, fever, and rash of 24 hours’ duration. There was no history of 


previous similar attacks or of rheumatic fever, allergy, or ingestion of drugs prior to onset of 


the present illness. 

Physical examination on admission disclosed an adolescent boy, acutely ill. His temperature 
was 101.8 F., pulse rate 100, respiration 20 a minute and not labored. The main presenting 
feature was an eruption on the skin and on the mucous membranes of the eyes, nose, and mouth. 
The lesions on the skin were limited mainly to the extensor surfaces of the forearms, thighs, 
and legs. These lesions were annular in shape, with a central area of erythema surrounded by 
a border of discrete and confluent vesicles and bullae. Each lesion was approximately 2 em. 
in diameter. The lesions of the eyes were limited to the palpebral commissures and consisted 
of erusted erosions. Similar lesions were noted on the nares and labial commissures of the mouth. 
The tongue and the buccal mucosa showed numerous superficial erosions of varying. size. 
Laboratory examinations disclosed an elevated white cell count of 15,000, with 80% polymorpho- 
nuclear leucocytes, and a rapid red cell sedimentation rate of 40 mm. in one hour. Results of 
all other examinations were within normal limits. 

A diagnosis of erythema multiforme of the exudative type was generally agreed upon. 
Because of the severity of the skin and mucosal involvement, cortisone was given, 100 meg. the 
first day, 200 mg. tor the next three days, and then gradually withdrawn over a period of 
seven more days, so that the total dosage was 1,500 mg. in approximately 10 days. The eruption 
began to subside 48 hours after beginning of therapy and two weeks later presented only 
pigmented residua of the original lesions on the skin, with complete healing of the mucosal 
lesions. The patient was also given chloramphenicol, 250 mg. four times a day, for six days 
at the onset. 

On admission a routine Schick test, control, and Mantoux (old tuberculin) tests were per- 
formed intradermally on both forearms at the volar areas, which were free of lesions. At the 
site of the Schick test (left forearm) 48 hours later there was noted a rather striking reaction. 
This consisted of a central bulla, flaccid, with clear contents, about 1.5 em. in diameter. This was 
surrounded by a zone of pale normal skin about 1 cm. in diameter. This second zone in turn 
was surrounded by a ring of erythema about 2 cm. in diameter surmounted by numerous discrete, 
closely aggregated vesicles. The sites of the control and the tuberculin tests were unaffected. 
The reaction subsided along with the remainder of the eruption. Forty-eight hours before 
discharge (about two weeks after admission) the Schick test was repeated on the right forearm, 
and two days later there was noted a simple erythema about 2 cm. in diameter, which gradually 
faded over a week's period. The control site was again negative. 

The nature of this unusual reaction to the Schick toxin warrants some consideration. A sim- 
lar observation had been made in 1947 during the mass vaccination campaign conducted in New 
York City following a small outbreak of smallpox, in the spring of that year. In a few instances 
there was noted a typical erythema multiforme eruption which appeared during the course of 
the vaccinia. The unusual feature of this reaction was the presence of a large “primary” reaction 
in the form of a ring of erythema around the site of the vaccinia (Fig.), with an intervening 
zone of apparently normal skin surrounding the vaccinia reaction itself. The sequence of events 
was slightly different in the present case. The reaction to the Schick test, while obviously of 
‘antigen’’ was introduced into an 


the same type as the generalized eruption, appeared after an 
already reacting individual. In the case of the vaccinia reaction it was felt by most observers 
that the erythema multiforme was a result of the vaccinia reaction, either an allergic or a toxic 


Attending Dermatologist, Kingston Avenue Hospital for Contagious Diseases 
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manifestation of the local effect of the vaccinia. This would seem logical, especially in view 
of the extensive ring around the inoculation site. In the second instance, herein described, the 
sequence was the reverse. In view of the absence of reaction at the control and tuberculin sites, 
the phenomenon could not be attributed to the nonspecific irritation described in many dermatoses 
as the Kobner phenomenon. 

It would seem that we are dealing with a reaction syndrome (erythema multiforme) which 
at its height could be reproduced or elicited by an apparently unrelated etiological factor (the 
Schick toxin) which in this patient under normal circumstances would have elicited a simple 
48-hour local erythema. Whether one is justified in drawing any general conclusions from this 


Typical erythema multiforme eruption in course of vaccinia. 


observation is, of course, highly questionable. It would seem, however, that in the syndrome of 
erythema multiforme one is dealing with an immunological reaction of explosive nature which 
can be precipitated by extrinsic factors (drugs, viruses?) and which at its height can be repro- 


duced by apparently nonrelated reaction-inciting agents (Schick toxin a nonimmune 


individual). 

Further experiments to extend these observations should be made in cases of erythema multi- 
forme by testing with antigens to which the individual is known to be sensitive. Also the 
relationship of observations of this type to the disappearance of known antigenic reactivity 
during and following some of the exanthemata should be explored. 
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Correspondence 


DERMATITIS AND ECZEMA 


To the Editor:—As dermatology is universal, it may be interesting to know the answer of a 
European physician to the letter of Dr. H. D. Chambers, of Jamaica, published in the Arciives 
in September, 1952 (66:405). 

I agree with Dr. Chambers when he wishes that dermatologists would arrive at a better 
understanding of the use of the terms dermatitis and eczema. 

Untortunately I cannot agree with him when he pleads for retention of the term eczema for 
“that specific type of reaction occurring in the epidermis as a result of the interaction of some 
foreign substance (or antigen) with antibodies to that particular antigen.” The existence of 
such antibodies is only a hypothesis, and it is clinically impossible to separate the dermatoses in 
which they are present from those in which they are absent. 

When we try to get clearness in our terminology we must return to the historical origin of 
the words and their etymology. 

Now, dermatitis means only inflammation of the skin. This inflammation may be erythema 
tous, vesicular, bullous, pustular, necrotic, ete. Thus the term is and has to remain a vague one 

On the contrary, eczema has historically acquired the rather precise meaning of a generally 
vesicular inflammation of the skin caused by a cutaneous hypersensitivity to external or internal 
agents and histologically characterized by spongiosis. 

So, eezema or eczematous dermatitis is only one kind of dermatitis. The term eezema may 
not be abolished, because it corresponds to a morphological (vesicles), physiopathological 
(hypersensitivity), histological, and historical rather well-defined entity. 


\. M.D... Brussels, Belgium. 


To the /:ditor:—Il am gratetul to Dr. Thulliez for his reply to correspondence on “Dermatitis 
and Eezema™ in the September issue of the ARCHIVES. 

I am glad to see that he agrees with the use of dermatitis as the general term (“a vague 
one”) for nonspecitic lesions, and eczema tor the well-defined entity, although he suggests that 
there may be some explanation other than the “antigen-antibody” hypothesis for specifie (Cor 
well-defined) lesions. We are therefore agreed on the main aspects of the plea in my letter. 

It was suggested in my letter that antigen-antibody interaction determines the eczema reac 
tion. Dr. Thulliez considers the existence of antibodies which react to particular antigens in 
the epidermis only a hypothesis. Ino support of this hypothesis I wish to quote Ratner 
(Ratner, B.: Allergy Anaphylaxis and Immunotherapy, Baltimore, Williams & Wilkins Com- 
pany, 1943, pp. 711 and 727), who states: “The Mass of evidence points to the union of Antigen 
and Antibody as the dominant factor in the initiation of the allergic train of events. Antibodies 
are fixed to tissue cells in the sensitized individual or animal . . . The skin reaction must, in 
the final analysis, be regarded as a delicate and specifie Antigen-antibody re-action of an indi 
vidual artificially sensitized to a foreign protein, which makes its appearance usually from 5 
to 15 days after the primary infection, and apparently may last for many years.” [ should pre 
fer the word substance for protein. 

Rostenberg (Rostenberg, A., Jr.: Arcu. Dermat. & Sypen. 33:177, 1949) defines allergy 
as “an acquired specific alteration in the capacity to react, which is predicated on an Antigen 
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antibody mechanism.” He states further, “unless such a postulate is met, the word allergy 
becomes applied to such a variety of alterated responses, that the term loses any meaning what- 
soever.” He continues: “It is my opinion that the failure to insist on the inclusion of the 


Antigen-antibody reaction in the definition has been the major reason for the confusion and 


lack of clarity which exist concerning the meaning of this word. It should, however, be clearly 
understood that in the majority of allergic reactions, an antigen-antibody mechanism is not 
demonstrable by conventional technics, and in some cases, not demonstrable by any known 
technics. This, of course, does not mean that Antibodies do not exist in these states, but merely 
means we do not as yet have an appropriate indication system to reveal their presence.” 

I should like to see the term eczematous dematitis, mentioned by Dr. Thulliez, used for a 
nonspecific type of dermatitis which clinically suggests eczema, but for which there is insufficient 
evidence of “antigen-antibody interaction,” 


H. D. Cuampers, M.1D., Jamaica, British West Indies. 
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Society Transactions 


BRONX DERMATOLOGICAL SOCIETY 


William Leifer, M.D., President 


Henry Silver, M.D., Secretary 
Jan. 17, 1952 


Pemphigus Vulgaris Under Control with Corticotropin ACTH for Eighteen Months. 
Presented by Dr. Morris Leper. 

B. K., a man aged 68, was previously presented before the Society on Jan. 18, 1951, at which 
time pemphigus vulgaris had been controlled for nine months with corticotropin (ACTH). At 
the present showing, there has been eighteen months of uninterrupted corticotropin administra- 
tion in slowly falling maintenance dose with no relapse. 

The past history relating to the present condition is as follows: In March, 1950, the patient 
complained of severe generalized pruritus and exhibited scattered excoriations. In April, 1950, 
there developed bullae around the umbilicus, on the sides of the trunk, and on the extremities. 
3y May, 1950, bullae in great numbers were occurring in the mouth in addition to other sites 
on the skin; a low-grade fever appeared; the sedimentation rate was elevated, and the red blood 
cell count and hemoglobin determination were half of the normal amounts. The patient seemed 
in danger of imminent death. 

On May 18, 1950, corticotropin therapy was started and has been continued uninterruptedly to 
date. The initial dose was 150 mg. daily (25 mg. every four hours around the clock). Improve- 
ment was instantaneous, and clinical recovery was complete in three weeks. The condition was 
maintained in complete clinical remission with 80 mg. of corticotropin daily for the first. six 
months, then on 60 mg. for the second six-month period, and now has been perfectly controlled 
on 40 mg. for the past six months. 

In the year and one-half of corticotropin therapy the patient has been actively engaged in 
his business with as great vigor as before his illness. 

Repeated laboratory studies have shown a restoration of all values to the normal and no 
significant variation on account of the long exhibition of corticotropin 

Aside from a mild moon facies and hyperpigmentation, there have been no undesirable effects 
from the corticotropin therapy. 

DISCUSSION 

Dr. Lours Cuarcin: May I report a duplicate case in a woman with the disease of six 
months’ duration, who was seen by a number of dermatologists in consultation, all agreeing 
with the diagnosis of pemphigus vulgaris? It is now 10 months since the onset, and she is praec- 
tically free of any lesions. She was originally taking cortisone, to which she did not respond 
The improvement was due to corticotropin. The patient was in a bad state when first seen. She 
lost the Nikolsky sign and was maintaining an excellent state of continued improvement but 
recently she has lost ground, failing to respond to further doses of corticotropin. 

Dr. Cartes Work: Dr. Leider is to be congratulated on this case. At present the man is 
in robust health, both physically and mentally, and has not a solitary lesion and no indication 
of any side-effects from this large amount of hormone therapy 

Dr. Daviv Broom: How much corticotropin was necessary in the beginning to free him 
of the symptoms ? 

Dr. ALEXANDER A. Fisner: Has Dr. Leider gradually been decreasing the dosage, and, if 
so, has he seen a recurrence of symptoms ? 

Dr. Henry Sitver: I| wish to call attention to Lever’s recent report (A. M. A. Arcu. 
Dermat. & Sypn. 64:727-753, 1951) on a series of cases of pemphigus, 23 of which were of the 
acute type. Despite the use of corticotropin or cortisone, 19 of the patients died. In chronic 
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or benign pemphigus remissions have been recorded with one form of therapy or another. I 
must say that to keep a person with any type of pemphigus free from lesions for 18 months is 
astounding. I am certainly impressed. 

There was some doubt as to the diagnosis when Dr, Leider first presented the case, from both 
the clinical and the pathological standpoint. It was Dr. Chargin who thought that the case 
was one of erythema multiforme bullosum and Dr. Hyman who stated that, all things considered, 
the features were more suggestive of pemphigus than dermatitis herpetiformis or erythema multi- 
forme bullosum. If one accepts the case as an instance of pemphigus, the result obtained is 
impressive. 

Dr. Artuur B. Hyman: In view of the introduction of new combinations of terms relating 
to pemphigus, we need clarification. Until recently, acute pemphigus was referred to as 
“butcher's” pemphigus and benign pemphigus as Hailey and Hailey’s syndrome. Many hold that 
the only criterion for pemphigus is the fatal outcome. If one deals with a bullous disease with all 
the clinical and other criteria of pemphigus and the patient recovers, then it is not pemphigus. 
If the patient dies, even if bullae do not show all the usual criteria, he had pemphigus. We are 
really going around in circles. Regarding the usefulness of corticotropin and cortisone, of course, 
they have to be given a trial, even in extreme cases, but there were moribund patients who 
responded to aureomycin, acetarsone (stovarsol®), and other drugs; so we should not be carried 
away by the glowing reports. These cases have to be recorded; it still remains indeterminable 
as to whether the bullous eruption is pemphigus or not. 

Dr. Witpert Sacus: A diagnosis of pemphigus can be made microscopically, and the disease 
can be differentiated from the other bullous dermatoses. 

Dr. Davip Broom: It is unnecessary to defend the value of corticotropin. Until now we 
have never had a drug of which we could say with such certainty that in a given case the control 
of pemphigus was due to the drug. In many cases of pemphigus one can control the clinical 
manifestations when giving the drug, and the manifestations recur after use of the hormone is 
discontinued. 

Dr. Henry Sitver: What is the longest time that corticotropin has controlled a case of 
pemphigus ? 

Dr. Morris Leiper: I believe that there are unpublished cases of pemphigus now under 
control with corticotropin or cortisone for as long as three years. 

As to the matter of diagnosis, let me again stress that the patient was seen by Drs. Sulzberger, 
Jessner, and Hyman, and all came to the conclusion that this was a case of pemphigus vulgaris. 
Two biopsy specimens were interpreted by Dr. Hyman as being consistent with pemphigus 
rather than either dermatitis herpetiformis or erythema multiforme bullosum. 

During the periods of treatment, many attempts to lower the dose below 60 mg. was attended 
by premonitory itching and then showers of small blisters. Both the symptom of itching and 
the eruption of blisters were always quickly controlled by elevation of the dose to the mainte- 
nance level of the period. I have just instructed the patient to reduce the dose to 20 mg. I believe 
that amount will be controlling now. It remains to be seen whether eventually the hormone can 
be given up entirely. 


Kaposi’s Sarcoma. Presented by Dr. ALEXANDER A. FISHER. 
J. C., a man aged 83, was previously presented before the society, on Nov. 15, 1951, showing 
ulcers of the scalp. The histological examination at that time revealed pyoderma. This diagnosis 


was not accepted. Some members suggested a neoplastic lesion, others mycosis fungoides, and 


still others Kaposi's sarcoma. 

A recent biopsy of a bluish nodule from the mass on the scalp revealed a mild hyperkeratosis 
with plugged follicles overlying a fairly thin epidermis, with absence of rete pegs. The entire 
cutis was occupied by a granulomatous mass with numerous large and dilated capillaries and 
new small blood vessel formations. The older blood vessels were composed of small round cells, 
histiocytes, some angioblasts, and some fibroblasts. In some areas there were numerous poly- 
morphonuclear cells. Pigment was present both intracellularly and extracellularly. The Perls 
reaction was positive for hemosiderin. The histological diagnosis was Kaposi's sarcoma. 
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DISCUSSION 


Dr. M. KALMAN (by invitation): I have examined slides from both biopsies. The lesion 
is angiosarcoma. There is no question of that. One should bear in mind that skull bones may 
be attacked. This area has a predilection for endotheliomas. Kaposi’s sarcoma as seen on 
the lower extremity does not fit exactly with this type of angiosarcoma. 

" Dr. Louts CuarGin: I would not regard this case clinically as one of Kaposi’s sarcoma. 

I am conscious of the fact that when Kaposi's sarcoma becomes active it assumes all kinds of 

shapes, but I have never seen such a conglomerate mass as is presented in this case. 

Dr. Witsert Sacus: While I should like to study the sections more carefully, | am inclined 
to accept the diagnosis of Kaposi’s sarcoma. One does see the dilated vessels; in other places 
one sees a dense cellular reaction. I assume that these cells are all spindle cells. In that sense 
the lesion has become sarcomatous. At any rate, it is Kaposi's sarcoma which has ulcerated and 
will eventuate in a spindle-cell sarcoma. 

Dr. Wittiam Letrer: I have had two patients with similar lesions under my observation 
diagnosed by competent pathologists as hemangiosarcoma. Both presented clinically bluish 
nodular lesions of the scalp, one with invasion of blood vessels by the tumor mass and dissemi- 
nation of the cells through the blood stream in the form of malignant emboli. In both cases there 
were no lesions elsewhere on the skin surface. 


Dr. ALEXANDER A. Fisner: Treatment in this case is largely academic. The patient went 
into deep coma with uremic poisoning. However, the treatment of choice is x-ray irradiation. 


Beryllium Granuloma of the Ring Finger. Presented by Dr. Atexanper A. Fisner. 


J, P., a man aged 27, cut his fingers on a fluorescent bulb on Sept. 5, 1951. The wounds were 
sutured but broke down, ulcerated, and failed to heal. 

X-ray examination of the fingers on Dec 19 revealed marked soft tissue swelling of the 
dorsal and radial aspect of the distal interphalangeal joint of the right ring finger. There is no 
evidence of any destructive lesions, but there is an osteoporosis of the middle and the distal 
phalanx of the right ring finger as compared to the outer fingers. 

Histologic examination of the lesion revealed an acanthotic epidermis, which formed the 
margin of a granulomatous ulceration. The entire cutis consisted of thickened small blood vessels 
with perivascular infiltration composed of small round cells, histiocytes, and some plasma cells. 
There were also masses of lighter-staining epithelioid cells and epithelioid giant cells. The 
histopathologic diagnosis was consistent with beryllium granuloma. 


DISCUSSION 

Dr. Maser G. Sitverserc: In spite of the fact that I agree with the diagnosis, I believe 
guinea pig inoculations should be done to rule out tuberculosis verrucosa cutis. 

Dr. Cuartes Worr: I believe this man’s exposure was fortuitous, and the beryllium is not 
the factor maintaining this granulomatous process at the present time. I suggest that the case 
be further examined from the histological standpoint to rule out tuberculosis. If in this case 

‘ there had not been a history of injury, the consensus would have favored tuberculosis cutis or 
scrofuloderma. 

Dr. HeNry Sitver: It is of interest that the cases of beryllium granuloma so closely 
resemble each other. There is always the same story of a cut on a broken fluorescent bulb. The 
wound is usually sutured, heals promptly, but invariably breaks down, forming the granuloma. 
The histologic picture is also characteristic. With such a history and such a typical clinical and 
histologic picture, the diagnosis is easily established. Wide excision is probably the best thera- 
peutic procedure 

Dr. SAMUEL B. Frank: I have had the opportunity to follow two cases of beryllium gran 
uloma of the skin (Arcu. Dermat. & SypnH. 61:401-406, 1950). Each case presented the same 
sequence of events as outlined by Dr. Silver. In one of the cases the skin of the neck was involved. 
The wound had been sutured and subsequently the characteristic sarcoid-like tumor formation 
developed. This tissue was widely excised and a favorable result was obtained. In the second case 
a finger was involved. This required two excisions to solve the problem. The fixed character 
of the skin of the finger limits the surgeon in efforts at excision. The only suggestion I can 
make for treatment in the case presented is wide excision. If there is roentgenographic evidence 
of bone involvement, that bone would have to be removed as well. 
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Dr. Perry M. Sacus: The microscopic findings were not those of the sarcoid type reaction 
seen in beryllium granuloma but the picture of foreign body granulation tissue. I feel this is not 
inconsistent with the diagnosis. 

Dr. Witttam Leirer: Is it possible that thorough curettage might result in cure? 

Dr. Atexanper A. Fisner: In the cases recorded in the literature, the accepted view 
expressed by the authors is wide excision of the lesions. In my case, the site is rather poor for 
excision because of bone involvement. It is hard to doubt the diagnosis because the whole 
sequence is so classic, as Dr. Silver pointed out, and the histologic section showed the typical 
picture of beryllium granuloma. 

In the last week there has been a rapid improvement coincident with the use of cortisone 
ointment, and the lesion is almost healed at present. 


Skin Changes with Porphyria. Presented by Dr. Morris Leper. 


J. P., a woman aged 50, first noticed increased pigmentation around the outer angles of the 
eyes and over the malar prominences in July, 1949. Shortly thereafter, attacks of itching without 
any eruption were experienced on the anterior surfaces of the extremities. At about the same 
time the patient underwent an appendectomy after hospitalization and investigation for vague 
abdominal complaints that were at first related to the gall bladder. The appendectomy was per- 
formed, apparently, to make more worth while an exploratory laparotomy, which revealed no 
significant pathology. 

In July 1951, blisters, accompanied with severe pruritus, appeared on the hands and forearms. 
There was at this time no special or excessive exposure to sunshine. The patient continued 
uninterruptedly with her occupation as a seamstress, a type of operation which involves a certain 
amount of selective trauma to the fingers. By September, 1951, blisters numbering in the tens 
were appearing in regular but unpredictable fashion on the fingers, arms, and anterior surfaces 
of the legs. On many oceasions in the past two years the patient has noticed that her urine was 
wine-red. 

Physical examination in October, 1951, showed many hyperpigmented, atrophic, slightly 
depressed, lentil to almost dime-sized scars on the fingers and forearms. There were a few 
smallish bullae on the fingers and forearms and crusted lesions on the legs. On the periphery of 
a scar from a bulla on a finger several milia were present. Inspection of the face was notable 
for a slate-colored hyperpigmentation around the eyes and hypertrichosis, particularly in the 
highly colored areas. 

When the patient was first seen, before the possibility of porphyria was thought of and under 
the impression that this was a case of dermatitis herpetiformis, the patient was given sulfa- 
pyridine. Within a week she was able to report that the eruption of new bullae was decreased, 
and the pruritus was less severe. Although the diagnosis of dermatitis herpetiformis was quickly 
abandoned in fayor of skin changes with porphyria, the administration of sulfapyridine was 
continued because it seemed to be controlling in a dose of 0.5 gm. three times daily. Since the 
exhibition of sulfonamide, the patient states that her urine has become normal in color except 
when the drug was omitted or taken in subcontrolling doses. 

Nore: Since presentation of this case porphyria studies have bene done, and uroprophyrin 
determination on two urine specimens showed 6 7 per cubic centimeter (normal 0). This figure 
is regarded as very high. 

DISCUSSION 

Dr. Apranam J. Oreuss: Has Dr. Leider performed the test that Zeligman recently 
described ¢ 

Dr. Joun Garp: Is there a personal or family history of neurological disturbance ? 

Dr. Cuartes Work: At the present time the patient shows scars and pigmentation aside 
from mild facial hypertrichosis, which is probably on a hormonal basis. In addition, she has 
responded promptly to therapy that is regarded as specific for dermatitis herpetiformis. These 
observations lead me to the belief that this is a case of dermatitis herpetiformis. 

Dr. Daviv Bioom: On the basis of the history and clinical findings, | am willing to accept 
the diagnosis of porphyria. The patient has blisters on the hands, arms, and legs, most of which 


appeared spontaneously. Porphyria differs from epidermolysis bullosa in that in the latter trauma 
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alone is the precipitating factor, and the pressure areas, such as palms and soles, are primarily 
affected. Also, the wine-colored urine and vague gastrointestinal disturbance for which she was 
operated on, hypertrichosis, and pigmentation described by Brunsting and Mason (ArcH. 
Dermat. & SypnH. 60:67 July 1949) are all features of porphyria. 

Dr. Moruis Letper: This case is presented as one of porphyria with skin changes based 
entirely on history and physical signs. The anamnestic data that are suggestive are wine-colored 
urine on many occasions and an exploratory laparotomy for vague abdominal complaints, at 
which operation no specific pathology was found. The physical signs which are typical of cases 
previously described are melanosis and hypertrichosis (of the face), milia, and a bullous eruption 
on some exposed portions of the body (hands, arms, and legs). 

I have not yet had opportunity to do qualitative porphyria studies on the urine and have had 
no access to a source for quantitative determination. Examination of a casual urine specimen 
did not show characteristic fluorescence under Wood's light. The presence of porphyria in urine 
is notably erratic. However, I plan to pursue such studies and hope to make the diagnosis indis- 
putable by such means. 


3oth the clinical feature of a pruritic vesicular eruption that heals with pigmented sears and 
the seeming control with sulfapyridine medication make dermatitis herpetiformis a good diag- 


nostic possibility. In fact, the similarity to dermatitis herpetiformis is what orginally led me 
to prescribe the sulfonamide. However, the latter diagnosis does not explain the melanomas, 
hypertrichosis, and colored urine, whereas porphyria with skin changes accounts for everything. 


Superficial Scleroderma. Presented by Dr. Hans H. Biserstein. 


B. D., a child aged 7 years, first presented brown patches on the back in March, 1951, two 
months after an operation for acute appendicitis with high temperature. These patches gradu- 
ally turned whitish. Subsequently other patches appeared, all undergoing a similar change. 

On the right side of the back there is an irregular-shaped depigmented area, partly shiny. 
At the time of the first visit, on Oct. 10, this region showed an increased resistance on palpation 
(infiltration and sclerosis). In some places the surface seems thin and finely pleated. In the 
lower part of this area dark brownish pigmentation is present. On the side of the neck, extending 
band-like toward the scalp (including the ear), the skin is depigmented and shiny. A longitudinal 
pigmented patch is present on the left thorax. 

Examination of the blood on Oct. 30, 1951, showed 4,100,000 erythrocytes, 12.5 gm. hemo- 
globin per 100 cc. (86%), and 9,000 leucocytes with 70% polymorphonuclears, 4% eosinophiles, 
25% lymphocytes, and 1% monocytes. The sedimentation rate was 15 mm. per hour. The histo- 
logic diagnosis was scleroderma. The cutis showed condensation of collagen fibers. Occasional 
chromatophores were present high up. A few flattened blood vessels were present. The overlying 
epidermis was thinned but not flattened. Pigment was present in the basal cell layer. Hyper- 
keratotic plugs were present in the follicle mouths, and a thin keratin layer rested on the surface. 


DISCUSSION 


Dr. Davin Broom: The prognosis of this type of sclerederma is good. Without any treat- 
ment, involution occurs after a certain time. 

Dr. Hans H. Biserstein: The interesting feature in this case was the precipitate course 
beginning immediately after an appendectomy. The mother said that she had never observed 
any induration. However, on careful examination one is able to palpate a typical, though super- 
ficial, sclerodermatous induration at the left side of the chest wall. Without it one could be 
tempted to call this case an instance of “sclérodermie airophique d’emblée” or “morphea plana 
atrophica.” I might add that the prognosis is good. The child is practically without treatment, 
and the lesions are undergoing involution. Generally thorium X ointment may be used in 
circumscribed scleroderma with satisfactory results. 


Anaplastic Carcinoma of the Vulva Superimposed on Granuloma Inguinale. Presented by De. Irwin lL. Lusower 


Follicular Hyperkeratosis in a Patient with Atopic Background and Normal Vitamin A Value. Presented by 
Dr. Irwin Lupowe. 


Sarcoidosis. Presented by Dr. Davip B. Battin. 

Sarcoidosis with Cutaneous Changes Simulating Psoriasis. Presented by Dre. Joun Gare 
Kaposi's Sarcoma and Reticulum Cell Sarcoma. Presented by Dr. lewin I. Lusowe. 

Case for Diagnosis: Congenital Pigmentary Disturbance? Presented by De. Anraifam J. Oxvuss. 
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Case for Diagnosis: Lupus Erythematosus? Presented by Dr. G. B. Sexton, London, 
Ont., Canada. 


S. M., a 55-year-old white man, has had an eruption on the chin for five months. It began 
on the left mandible and spread peripherally. A satellite lesion began on the right mandible and 
extended on the neck anteriorly. The itching present at the beginning has subsided. 

Examination reveals chronic diffuse, patchy, inflammatory areas on the above-named areas. 
The eruption is not follicular or scaly. Scrapings and cultures have been repeatedly negative for 
fungi. There is no history of irritants. 

Fractional x-ray irradiation has not changed the appearance and antibiotics, parasiticides, wet 
dressings, and bland ointments have made no changes. 


DISCUSSION 


Dr. JAMes Rocin: There is a discoid white atrophic scar about 1 cm. in diameter on the 
right side. The patient gives no history of preceding injury or other cause for this scar. The 
dermatitis surrounding the scar could be a superimposed contact irritation from treatment, but 
I think the basic underlying pathology is a telangiectatic type of lupus erythematosus. 

Dr. Witttam Eyster, Toledo, Ohio: The clinical picture may be either erythema solare or 
superficial lupus erythematosus. This man is a telephone company employee, who comes in 
contact with creosote poles, and the lesions resemble those we have seen recently produced by the 
interaction of creosote and sunlight. 

Dr. Loren Suarrer: The lesions are unusual. I agree with the diagnosis of the telangiectatic 
form of lupus erythematosus. 


Nevus Angiomatosus. Presented by the Dermatology Staff of Henry Ford Hospital. 


V. M., a white girl 6 months old, had stenosis of the rectum and a cavernous hemangioma 
over the sacral area extending over the perineum and the labia. The sacral area lesion was open. 
Sears and healing areas have followed the use of carbon dioxide snow. There is spontaneous 
ulceration in lesions on the buttocks. 

A hemoglobin level of 7.7 gm. per 100 cc. on admission made several blood transfusions 
necessary, and the hemangioma became darker and thinner, and the scars pigmented. There was 
marked improvement. The left thigh was difficult to extend by force, but there was no abnor- 
mality of the bony structure. 

DISCUSSION 

Dr. Herman Pinkus, Monroe; This peculiar type of birthmark occurs most commonly 
on the scalp. The lesions resemble hairless scars during childhood, but after puberty they are 
apt to become verrucous and even moist and crusty if irritated. Superficial destruction is usually 
unsuccessful. There are apocrine glands under the verrucous plaque, and the lesion should be 
treated by complete excision to remove the apocrine coils. This is a nevus angiomatosus and 
may be transformed into nevus syringoadenomatosus papilliferus. 

Dr. Arruer Guiick, Ann Arbor: Could some adult sex hormones in the transfusions have 
been a factor in the change as recorded? We know that many of these lesions clear up at 
puberty, and one of the sex hormones might be the important factor in this clearing. 


Case for Diagnosis: Sarcoid Infiltrate? Presented by the Dermatology Staff of Henry 
Ford Hospital. 


C. S., a married Negro man, 56 years old, early in 1951 noticed general enlargement of the 


lymph nodes, only the inguinal chains being spared. It was most pronounced in the posterior 
cervical and nuchal areay In the fall the enlargement subsided, and edema of the left leg appeared. 


a 
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Early it was relieved by posture, but later it became permanent and brawny. A month later a 
crop of black circinate lesions appeared over the left thigh, and some spread to the right inguinal 
area. Each of these capped a pea-sized subcutaneous nodule. Walking was difficult, as the leg 
was painful. At present the edema continues in the left thigh, which is the background for many 
of these black circinate lesions. One of the pea-sized subcutaneous nodules is still present on the 
calf of the left leg. 

There is an old scar (bubo?) in the right inguinal area. The epitrochlear and axillary nodes 
are large. The cervical nodes are palpable. Scattered over both soles are pigmented macules 

Routine laboratory findings were within normal limits. X-rays of chest and genitourinary 
tract were reported showing no abnormalities. 


DISCUSSION 


Dr. CoLteEMAN Mopper: Lymphatic obstruction from metastasis must be considered. There 
are several lesions here compatible with the diagnosis of Kaposi's sarcoma. 

Dre. Hartuer Keim: | suggest sarcoid infiltrate as a diagnosis. 
Balanitis(?); Lichen Planus of Penis? Presented by Dr. G. Bo Sexvon, London, Ont., 

anada. 

Urticaria Pigmentosa. Presented by the Dermatology Staff of Henry Ford Hospital. 
Case for Diagnosis: Psoriasis? Presented by Dr. Evcene Hanp, Saginaw 
Depigmentation. Presented by the Dermatology Staff of Henry Ford Hospital. 
Erythema Induratum? Two Cases. Presented by the Dermatological Staff of Ford Hospital 
Necrobiosis Lipoidica and Granuloma Annulare? Presented by the Dermatological Staff of Ford Hospital. 
Atopic Dermatitis Urticaria. Presented by the Dermatological Statf of Ford Hospital. 
Tinea Capitis: Two Cases. Presented by the Dermatological Staff of Ford Hospital. 
Seborrheic Dermatitis-Neurodermite. Presented by the Dermatological Staff of Ford Hospital. 
Parapsoriasis. Presented by the Dermatological Statf of Ford Hospital. 
Lichen Planus. Presented by the Dermatological Staff ot Ford Hospital. 
Lupus Erythematosus (Discoid): Two Cases. Presented by the Dermatological Statf of Ford Hospital. 
Granuloma Annulare. Two Cases. Presented by the Dermatological Statf of Ford Hospital. 
Psoriasiform Eczematid. Presented by the Dermatological Statf of Ford Hospital. 
Nevus. Presented by the Dermatological Staff of Ford Hospital 
Pemphigus Vulgaris. Presented by the Dermatological Statt of Ford Hospital. 
Psoriasis. l’resented by the Dermatological Staff of Ford Hospital 
Sarcoid. Presented by the Dermatological Staff of Ford Hospital 
Poikiloderma, Acrodermatitis Chronica Atrophicans. Presented by the Dermatological Staff of Ford Hospital. 
Scleroderma. Presented by the Dermatological Staff of Ford Hosp.tai 
Syringoma. Presented by Dr. G. B. Sexton, London, Ont., Canada. 
Case for Diagnosis: Blastomycosis? Presented by Dr. Tuomas H. Mitier 
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Keratosis Blennorrhagica. Presented by Dr. FRANK C. Combes 


C. V., a Negro aged 42, is presented trom Bellevue Hospital with a history of having had 
gonorrhea 11% years ago. On admission he had a purulent urethral discharge; fever; pain, 
swelling, and tenderness in both hips and ankles and the right knee and right shoulder, and 
difficulty in ambulation. On the eyebrows, nose, scalp, and upper part of the trunk were patches 
of rupial crusts and pea-sized to larger waxy papules. Many of the papules were discrete, 
while others had fused to form gyrate and annular patterns. On the lower lumbar area and the 
right leg from the midcalf to the ankle were thick, horny plaques. 

Many of the lesions disappeared while the patient was given antibiotic therapy with penicillin 
and oxytetracycline (terramycin™) combined with vitamin A. On Sept. 12 both antibiotic drugs 
were discontinued. Within a week or so many elevated, horny, and crusted papules and plaques 
disappeared. On Oct. 10 treatment with oxytetracycline and streptomycin, 1 gm. each daily, 
and 300,000 units of vitamin A was started, and discontinued on Oct. 31. The condition improved 
moderately during this period. The total amounts of drugs administered were, 12,000,000 units 
of penicillin, 60 gm. of oxytetracycline, 21 gm. of streptomycin, and 11,250,000 units of vitamin 
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A urethral smear showed Gram-negative diplococci. The blood studies revealed 10.5 gm. 
of hemoglobin per 100 cc., 4,000,000 red cells, and 11,450 white celis, with 58 polymorphonuclear 
leucocytes, 36 lymphocytes, 3 eosinophiles, and 3 monocytes. The urine showed 4 to 7 pus 
cells per cubic millimeter, a 2+ reaction for albumin, and no sugar. The Mazzini reaction of 
the blood was negative. A smear of the knee joint fluid was negative for gonococci. A smear 
from a blood agar culture of a skin lesion showed no pathogens. The albumin-globulin ratio 
was 2.9: 4.0. Nonprotein nitrogen was 30 mg.; sugar, 80 mg.; cholesterol, 235 mg., and sodium 
chloride, 102 mg., per 100 cc. Roentgenograms of the joints showed possible rheumatoid 
arthritis. 


The first biopsy report was suggestive of psoriasis; the second, of subacute dermatitis, and 


the third, of chronic dermatitis. 
DISCUSSION 

Dr. NatHan Sone: The question in this case is whether the condition could be arthro- 
pathic psoriasis? Since the history shows the finding of gonococci at the onset, I should be in 
favor of the diagnosis as presented. 

Dr. Frank C. Compes: The same old discussion comes up in cases of this type, i. e, 
whether the diagnosis is arthropathic psoriasis, keratosis blennorrhagica, or Reiter’s disease. 
I think all three of these diseases are bacterids, and there is necessarily considerable similarity 
in their clinical manifestations. I agree that the only absolutely specific means of differentiation 
between keratosis blennorrhagica and arthropathic psoriasis is demonstration of the Gonococcus. 
Another minor difference is that in keratosis blennorrhagica the arthritis is usually in the knees, 
whereas in arthropathic psoriasis the smaller joints are involved. Clinically, and even histo- 
pathologically at times, the cutaneous lesions will resemble ordinary psoriasis. That is not 
unusual in view of the fact that the cutaneous manifestations of psoriasis are also on the basis 
of toxemia. This man has shown the typical wax-like, so-called crusted scale of keratosis 
blennorrhagica. The lack of response to therapy in this case is characteristic. I have never seen 
any constant response to any one type of therapy in keratosis blennorrhagica. One patient 
will respond to one treatment and the next to another. 

Dr. Emory Lapany: I can’t add much to Dr. Combes’s discussion except to say that the 
last time we saw this patient at the New York University meeting he had many more typical 
crustaceous lesions, and also typical straw-colored vesicles, which appeared to be very hard. 
For this reason we have no comparison with the vesicles of any other disease. I think the lesions 
are typical of keratosis blennorrhagica. 


Basal-Cell Epithelioma of the Sole. Presented by Dr. FRANCES PAscHeEr. 

A. L., a woman aged 62, was admitted to the New York Skin and Cancer Hospital on Oct. 
16, 1951, with a growth on the right sole which had been present for two years, since the patient 
stepped on a sharp object. The lesion had opened and healed over a number of times during the 
past eight months. 

At the center of the plantar aspect of the right foot is a dime-sized, violaceous, somewhat 
elevated, well-defined new growth. Granuloma pyogenicum and multiple idiopathic hemorrhagic 
sarcoma (Kaposi's sarcoma) were the diagnoses entertained prior to histologic examination. 

Microscopic examination showed strands, bands, and masses of intensely basophilic basal 
cells arising from multiple points of the epidermis. These collections of basal cells extended 
throughout the entire depth of the excised tissue. A moderate inflammatory zone of wandering 
connective tissue cells, round cells, and a few plasma cells was present in the cutis. Considerable 
fibrosis was seen surrounding the cell masses. The diagnosis was basal-cell epithelioma. 


DISCUSSION 

Dr. Artuur B. Hyman: Basal-cell epithelioma of the sole must be one of the great rarities 
of dermatology. I do not think many people here will remember having seen such a lesion of 
the sole or palm, nor do I recall having seen any report in the literature. There was a report 
(Epithelioma, Arcu. Dermat. & Sypn. 53:307, 1946) by Elliott and Welton of over 1,700 
cases which included none of basal-cell epithelioma of the palms and soles. The fact that the 
tumor does not occur on these locations has been brought up as evidence that it is not derived 
from true basal cells, but originates from “rests” of “primary epithelial germs.” This almost 
unique case weighs heavily against such an argument. The histologic picture fulfills all criteria 
of basal-cell epithelioma, and no other diagnosis could be made. 
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Dr Stpney J. Ropsins: We are confronted with the question of management in this case. 
When we first saw the patient, we wondered whether other changes could be seen under the 
microscope if we cut deeper into the section. It was suggested that the lesion be excised rather 
widely and serial sections be made of it. 

Dr. FRANCES Pascuer: I have searched the literature for a report on basal-cell epithelioma 

. of the sole. In Jadassohn’s “Handbuch der Haut- und Geschlechstkrankheiten” (Vol. 12, 

Pt. 2, p. 230) 1 found a statement that basal-cell epitheliomata may appear anywhere on the 

skin. Sachs and Garbe, in a report (Primary Basal Cell Epithelioma of the Extremities, ArcH. 

Dermat. & SypuH. 36:273-278 | Aug.| 1937), described a case of the lesion on the left foot, 

precise location not mentioned, and two on the ankle. 


Blue Nevus (?) of the Eyelids. Presented by Dr. ArtHuur B. Hyman. 


F. H., a woman aged 44, was first seen at the New York Skin and Cancer Hospital on 
Sept. 27, 1951, with lesions of impetigo on the upper lip and on both cheeks. An abnormal 
color of the eyelids was noticed at this time. At the age of 10 years the patient had inflam- 
mation of the conjunctivas of both eyes, and a bluish discoloration of the eyelids was noted by 
her two sisters when the patient was about 12. 

3oth upper and lower eyelids show a diffuse, slightly bluish discoloration. 

An ophthalmological examination by Dr. G. Bonnacolto, of Post-Graduate Medical School, 
showed the conjunctivas and pupils to be normal and the media clear. The fundi showed 
pulsaticn of veins, more in the left eye than in the right, with remnants of embryonic tissue 
in the right eye. The vessels and maculae were normal. The extraocular movements were 
normal. The impression was that of a bluish discoloration of both lids of unknown etiology. 

A complete blood cell count, urinalysis, and serologic examinations gave normal findings. 

3iopsy (Dr. A. B. Hyman) showed the connective tissue to be very loose and the vessels 
dilated and congested. The modified dopa (dihydroxyphenylalanine) stain showed scattered 
throughout the upper half of the cutis long spindle cells with fine, dark-brown pigment granules. 
Examination with the dark field did not show silver deposits around the sweat glands. The 


pigmerit was thought to be probably melanin and the lesion an unusual type of blue nevus. 


DISCUSSION 


Dr. Pavut Gross: If I recall correctly, in two cases reported by Dr. H. N. Cole Jr. there 
were lesions on the eyelids, with involvement of the scleral conjunctivas. 

Dr. HerMaANn Suaruir: I could not get a history of ingestion of silver or other type of 
exposure to that metal, but if there was such a history [ would believe the condition was 
argyria. Many women must envy her, so perfect and effective the discoloration. It might be 
worth while, in spite of the present negative histologic evidence, to search for silver in the tissue 
by spectrographic analysis. 

Dr. Marion B. SutzperGer: [ am largely in agreement with the preceding speakers. 
It would certainly be unusual for nature to perform such a perfect job in imitating art as to 
deposit pigment exactly where a woman wants her pigment make-up to be applied, and precisely 
and solely where modern woman applies her “eye-shadow” cosmetics. | have never seen such a 
perfectly symmetric distribution of a blue nevus. While barely conceivable, it borders on an 
impossibility that this should be a natural distribution of pigment. Pigmentation not dissimilar 
to this in clinical appearance can be produced by petroleum derivatives, such as some of the 
petrolatums which many young women apply regularly to their eyelids. I think this type ot 
pigmentation could be caused by local applications and be due to melanin, somewhat like what one 
sees in Riehl’s melanosis. I would want undeniable evidence that this pigment was really in 
melanoblasts in the cutis, and not in chromatophores, before I should ke inclined to agree with 
the diagnosis of blue nevus. Otherwise, I should be inclined to think that the pigment here 
was secondary to something applied and eliciting melanotic pigmentation confined to the eyelids. 
I want to compliment whoever took the biopsy specimen, first on persuading the woman to allow 
it and, second, on doing it with such skill and success that it is difficult to find the site of excision. 

Dr. Maurice J. Costerto: Usually when mild silver protein (argyrol®) is instilled into 
the conjunctival sac, the bulbar and palpebral conjunetivas are of this color, but the lids 
practically never. To me, the color of the pigmentation is like that seen in accidental infiltration 
of the skin with gold salt solutions. Nevi, especially of the pigmented type, are rare. 


A 
ve 
« 
we 
aa 


10 A. M. A. ARCHIVES OF DERMATOLOGY AND SYPHILOLOGY 


Dr. Max Wo rer (by invitation); The patient has had the bluish discoloration of the eyelids 
since the age of 10 or 12; at that time she did not use any cosmetics. Her sisters state that 
she may have had it even before that. Argyria can be ruled out in this case. Argyria confined 
to the skin of the eyelids would be unusual. The ophthalmologic examination revealed no 
changes of the conjunctivas ‘or corneas. Microscopic examination with the modified dopa 
stain shows scattered throughout the upper half of the cutis long spindle cells with fine, dark- 
brown pigment granules. This is probably melanin. Dark-field examination does not show 
silver deposits around the sweat glands. Some unusual type of blue nevus has to be considered. 

Dr. Arrnur B. Hyman: Among the diagnoses originally offered was argyria, because the 
woman gave a history of some sort of silver medication during childhood. A biopsy specimen 
was examined for silver in the membrana propria of the sweat glands, with negative results. 
The pigment was distributed sparsely in chromatophores throughout the cutis and most probably 
was melanin. The blue nevus is not quite innocuous; a number of authentic cases have been 
reported in which the process became malignant. It is probably of neuroectodermal origin, 
rather than mesodermal, although most dermatologic literature still favors the latter origin. 


Multiple Basal-Cell Epithelioma. Presented by Dr. Stpney J. Ropsins. 


B. T., a woman aged 38, is presented from the New York Skin and Cancer Hospital, unit 
of New York University-Bellevue Medical Center, with the history that papular lesions have 
been appearing on the face over a period of years. In 1949 a small, pea-sized papule with a 
central depression and crusting was removed from the right side of the nose. This was diagnosed 
histologically as a typical basal-cell epithelioma. Since then the patient has been observed at the 
follow-up clinic at three-month intervals. In October, 1951, many new lesions were noted on the 
cheeks and forehead. Some of these were skin-colored, while others were slightly pigmented, 
with a central depression and glistening top. Clinical diagnoses considered were molluscum 
contagiosum and milia. One of these small lesions (below the site of the original lesion) was 
removed for biopsy, and histopathologic findings were those of definite basal-cell epithelioma. 

The case is presented because of the unusual clinical picture and widespread dissemination of 
lesions which prove to be basal-cell epitheliomas under the microscope. 

Biopsy on June 30, 1949, by Dr. Kate Miller, showed a small area of cutis studded with 
islands of basal cells in the typical palisade layer. Some of these islands were cystic. The epi- 
dermis was thinned but otherwise normal. The diagnosis was basal-cell epithelioma. 

Biopsy on Aug. 4, 1949, by Dr. Kate Miller, was reported as revealing in the cutis, extending 
down to the middle third, islands of basal cells in palisade arrangement. Some of these islands 
were cystic, with surrounding stroma and some infiltrate of the common types of cells with 
an occasional plasma cell. The epidermis was thinned and flattened, with loss of rete pegs. 
One area, however, revealed budding of the basal cells. The diagnosis was basal-cell epithelioma. 


Biopsy on Oct. 18, 1951, by Dr. N. Pensky, revealed that the epidermis was extremely thin. 
Areas of basophilic collagen were present in the upper cutis. Extending from the basal margin 
in some areas there were large masses, strands, and bands of basal cells extending the entire 
depth of the section. In other areas the basal-cell masses had their origin in the subpapillary 
zones. A moderate fibroblastic reaction was present about the tumor masses. The entire growth 


had not been excised. 
DISCUSSION 
Dr. Stpney J. Ropsins: This case was presented as a clinical curiosity because we have 
observed the appearance of new lesions during the past few years and have been able to make a 
clinical diagnosis without the histopathologic findings, which were evidently pathognomonic. 
There was no mention of epithelioma adenoides cysticum in the pathologic reports; all the 


lesions were basal-cell epitheliomas. 


Lichen Planus Bullosus. Presented by Dr. Jesse A. ToumMacn. 

R. Di B., a boy aged 10 years, is presented from the New York Skin and Cancer Hospital 
with a generalized erythematous, pruritic eruption, which had been of two weeks’ duration 
when he was first seen, on Aug. 20. He was treated with elixir benadryl® hydrochloride (an 
elixir containing 2.5 mg. of diphenhydramine hydrochloride in each cubic centimeter, and alcohol, 
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glycerin, and water), aluminum acetate U.S.P., Burow’s solution, and starch baths but did not 
respond well. On Sept. 12 multiple vesicles and bullae and many new, lichenified papules, giving 
the impression of a Koebner phenomenon, were seen. He was admitted to University Hospital 
Sept. 14, and discharged Oct. 3, with very little improvement. The patient was readmitted Oct. 5 
and discharged Oct. 17, with considerable improvement. Treatment Curing the second hospital 
stay consisted of administration of cortisone acetate, 100 mg. daily for four days, 50 mg. daily 
for two days, and 25 mg. daily for two days—a total of 550 mg. Within two days of treatment 
with cortisone the pruritus diminished considerably and no new bullae appeared. At present 
the patient shows an erythematous, subsiding dermatitis. 

Serologic tests for syphilis gave negative reactions, and the urine was normal. The blood 
cell count showed 4,500,000 red cells and 7,750 white blood cells, with 67 neutrophiles, 22 
lymphocytes, 8 monocytes, and 3 eosinophiles. 

The biopsy diagnosis was bullous lichen planus. 

The patient is now being treated with 0.5 ce. of bismuth salicylate given intramuscularly. 


Acrokeratosis Verruciformis. Presented by Dr. Artuur B. Hyman 

S. R., a girl aged 12, is presented from the New York Skin and Cancer Hospital with lesions 
on the extremities, of three years’ duration. There is no past or familial history of significance. 

The patient presents on the dorsal surfaces of the finger joints and hands skin-colored 
verrucous and papular lesions, varying in size from that of a pinpoint to that of a large pea. 
Many of these have a tendency to coalesce. On the web between the thumb and the index finger 
of the hands similar lesions are present. The fingers (volar surfaces) and the palms show a 
slightly yellowish discoloration, especially marked in the crevices of the joints. In these crevices 
there are transverse elevated yellow bands of firm consistency. The palms are densely covered 
by round, slightly elevated papular lesions, varying from the size of a pinhead to 3 mm. in 
diameter, again in band-like formation. Along the inner borders of the feet, on the dorsa, and 
between the toes similar papular and verrucous lesions are seen. 

Results of urinalysis were normal. Blood studies showed 4,100,000 red blood cells, hemo- 
globin 70% and 6,500 white blood cells, with 48 polymorphonuclear leucocytes, 47 lymphocytes, 
4 monocytes, and 1 eosinophile. 

On histologic study, the horny layer showed superficially a measure of vacuolation, but the 
larger part was very compact. It overlay the thick granular layer and acanthotic epidermis, the 
rete pegs being chiefly affected. Changes in the cutis were minimal. The diagnosis was as 
follows: nevoid hyperkeratosis; possible acrokeratosis verruciformis (Hopf); not epidermo- 
dysplasia verruciformis; not xanthoma. 

DISCUSSION 

Dr. Maurice J. Costetto: How does one distinguish acrokeratosis verruciformis from 
epidermodysplasia verruciformis ? 

Dr. Artuur B. Hyman: The question as to whether it is epidermodysplasia verruciformis 
or acrokeratosis verruciformis is not entirely academic. In a significant number of cases epi 
dermodysplasia verruciformis becomes malignant, whereas, as far as I know, in acrokeratosis 
verruciformis the prognosis is excellent. Clinically, the difference is clear in many cases. In 
epidermodysplasia verruciformis, the lesions are not limited to the dorsa of the hands and feet, 
but the palms and soles are free. In the latter disease there are no lesions on the face and there 
are palmar lesions. Histologically, the differences between the two are clear. In epidermo- 
dysplasia verruciformis there is the so-called basket-weave arrangement in the horny and upper 
epidermal layers, whereas in acrokeratosis verruciformis there are some acanthosis and a compact 
horny layer, as in verrucous intraepidermal nevi. The associated hyperkeratotic lesions of the 
palms hardly warrant a routine cholesterol study, because many hyperkeratotic palmar lesions 
are yellowish on account of the thick horny layer. 


Necrobiosis. Presented by Dr. Artuur B. Hyman. 

R. A., a woman aged 30, is presented from the New York Skin and Cancer Hospital with 
lesions of the feet and ankles of two years’ duration. The patient has been in good health. 
There is no family history of dermatologic disease and there is no history of diabetes. 


ale 

t 

¢ 


ARCHIVES OF DERMATOLOGY AND SYPHILOLOGY 


When she was first seen, on Oct. 13, the patient presented the following lesions: On the 
inner side and dorsum of the left ankle there were round, yellowish to dusky-reddish, flat patches, 
slightly larger than a half-dollar in size, and covered by a fine scale. A similar lesion was present 
on the middle of the right shin. On the dorsum of the right foot there was a group of nodular 
lesions, brown to violaceous, and slightly raised above the skin, with a tendency toward 
coalescence of some of the smaller lesions. Above the ieft heel there was a similar violaceous, 
nodular patch. There was slight pruritus. 

Serologic tests for syphilis gave negative reactions. 

The results of biopsy are summarized. 

Biopsy 1: The epidermal changes were unimportant. The middle three-fifths of the cutis 
showed thickening of the vessels and heavy collars of small round cells around them. Mixed 
with fibroblasts, these cells were also seen scattered between the collagen bundles, and in the 
affected area the connective tissue showed basophilic changes, vacuolation, and some frag- 
mentation. The McManus stain was negative for polysaccharides. 

Biopsy 2: This showed a similar picture, but the inflammatory cells were arranged in a 
somewhat radial fashion around a large area of homogenized, relatively anuclear, and 
partially basophilic connective tissue. There were scattered, irregular, multinucleated giant 
cells in the infiltrate. These sections were much more typical. 

siopsy 3: The changes were much more extensive than in the previous specimens. The 
inflammatory reaction extended to the subcutis fat trabeculae. Scattered in the degenerated 
collagen there were much nuclear debris and many polymorphonuclear cells, whereas the 
inflammatory reaction was heavier and the vessels were more considerably thickened. 

The stain for fat was positive. 

DISCUSSION 


Dr. Davin Broom: Some of the lesions on the foot have the appearance of granuloma 
annulare. The presence of what clinically appears as granuloma annulare and necrobiosis 
lipoidica in the same patient, together with the fact that the etiology of both conditions is obscure 
and that the histologic pictures may resemble each other, justify, I believe, the thought that these 
two diseases may be related to each other etiologically or pathogenetically. 

Dr. Artuur B. Hyman: There are a number of features that ordinarily distinguish 
granuloma annulare and necrobiosis. Clinically, I think most persons would accept a diagnosis 
of necrobiosis. First, in this disease the vessel walls are thick, and the lumens are small, 
locally reducing the blood supply, a state which does not occur in granuloma annulare. Second, 
granuloma annulare is known to respond to many forms of treatment, while necrobiosis, as far 
as we know, responds to none and may lead to ulceration, Granuloma annulare sections may 
show Mc Manus-positive material, while necrobiosis shows lipid. 


Case for Diagnosis: Guttate Parapsoriasis? Pigmented Purpura Eruption? Presented by Dr. Frances Pascuer. 
Bullous Dermatosis; Lymphoblastoma? Presented by Dr. Jesse A. Toimacn, 

Lichen Planus Hypertrophicus; Lichen Nitidus; Lichen Planopilaris. Presented by Dr. Turopore H. FINKLE. 
Boeck’s Sarcoid-Sarcoidosis. Presented by Dr. Mapet SILVERBERG, 


PHILADELPHIA DERMATOLOGICAL SOCIETY 


H. E. Twining, M.D., Chairman 


Bertram Shaffer, M.D., Secretary 
Feb. 15, 1952 


Localized Myxedema: “Burned-Out” Hyperthyroidism; Hypertension. Presented by 
Dr. CARMEN C, THOMAS. 


H. D., a Negro woman aged 70, presents an almost complete alopecia of the scalp and 
marked enlargement of the feet, ankles, and toes by a soft verrucous hyperplasia. The skin 
resembles elephant hide. On the left leg, there is a palm-sized, smooth, slightly elevated plaque. 
Marked exophtha!lmos is present. 

The patient has had several admissions to hospital with episodes diagnosed as hypertensive 
encephalopathy. In 1948, she was treated for thyrotoxicosis with propylthiouracil. Her blood 
pressure ranges up to 300/140. The cutaneous changes in the skin of the legs began approxi- 
mately in May, 1949, and have slowly progressed. 
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The blood pressure at the time of presentation is 220/96. 
Radioactive iodine uptake was 43% on Dee. 3, 1950. Roentgenograms of the skull showed 
no abnormalities. The blood sugar range was 114 to 256 mg. per 100 cc. in 1950-1951. In March, 


1951, the serum protein was 5.6 gm. per 100 cc., cholesterol, 271 mg. per 100 ec.; in December, 


1950, cholesterol was 338 mg. per 100 ce. (esters 69%). The results of serologic tests for 
syphilis in December, 1950, were: Kahn, 16 units and Kolmer and Kline, positive. In March, 
1951, the results were: Kahn, 8 units and Kolmer, positive. A repeated Kolmer test was negative ; 
a Kline test was doubtful. 

The report on the biopsy specimen removed from the lower part of the left leg was as 
follows (March 26, 1951): The epidermis was atrophic, with flattened rete pegs. There was 
fragmentation of collagen bundles, and spindle-shaped nuclei were seen in the collagen. The 
diagnosis was localized myxedema (Dr. Herman Beerman). 

Marked improvement was observed in the patient's mental state on administration of strong 
iodine solution, U.S.P. (Lugol's solution). 


DISCUSSION 


Dr. J. M. Scuitpkraut, Trenton, N. J.: 1 wonder how much of the condition of the legs 
may be due to stasis. Verrucous-looking eczema in stasis conditions is sometimes overlooked. 

Dr. HERMAN BEERMAN: The biopsy specimen from the lesion above the ankle shows no 
inflammation whatever. The biopsy specimen showed no MeManus-positive-findings in this 
case, however. 

Dr. Hernert Mescon: All the definitely proven mucins of the body will stain with the 
McManus stain. The two or three cases of clinically diagnosed myxedema that we have 
attempted to stain with the McManus stain have not shown the presence of MeManus-positive 
material. They were all cases similar to this, in which there was some argument about the 
diagnosis among members of the staff. 


Four Apparently Primary and Different Malignant Conditions. Presented by Dkr. 
PresSTON Iverson (by invitation) and Dr. Carmen C. THomas 


P. F., a white man aged 75, on admission to the hospital on Novy. 16, 1951, presented a rhino 
phymatous enlargement of the end of the nose with a pendulous golf-ball-sized tumor of the tip. 
The skin of the face and upper chest was full of small telangiectases. At the angle of the jaw 
on the right side was a stony hard mass 4 by 7 em. and a 5 mm.-sized basal cell lesion of the 
left side of the upper lip. 

There is a fungating mass of the right pyriform sinus. 

About a year ago a lump developed on the end of the nose. Three months ago the lump at 
the angle of the right jaw appeared. The patient has been a heavy alcoholic for many years. 
He had an accident 17 years ago necessitating amputation of the left leg below the knee and 
the second and third fingers of the left hand. 

Blood studies revealed a hemoglobin level of 11.6 gm. The serologic tests for syphilis were 
negative. The blood urea nitrogen was 12 mg. per 100 cc. There have recently been erythrocytes 
in the urine. 

The reports on the biopsy specimens were as follows: (1) Of the nasal tumor resected 
Dec. 18, 1951, the pathologic diagnosis was rhinophyma with malignant degeneration and 
sebaceous gland carcinoma. (2) The pathologic diagnosis of the nodes of the right side of the 
neck was malignant cylindroma (Dec. 18, 1951). (3) The mass from the right pyriform sinus 
was diagnosed as carcinoma of the larynx (Dec. 12, 1951). (4) The lesion excised from the left 
side of the upper lip was diagnosed as basal cell carcinoma (Dee. 18, 1951). 

The patient has been treated by plastic repair of the nose and x-ray therapy to the mass of 
the larynx through two ports, totaling 4,080 r. 


DISCUSSION 


Dr. HERMAN BeerMan: I saw the sections of the lesion removed from this man’s nose, 
and they do show a low-grade carcinoma. The only other case of carcinomatous degeneration of 
rhinophyma that I could find in the literature was that reported by Novy (Novy, F. C.:‘Arcu. 
Dermat. & SypH. 22:270, 1930). 
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Dr. Carmen C. Tiiomas: The primary reason for showing this patient is to demonstrate 
the good results of plastic surgery. Moreover, this case is of interest because of the rare 
occurrence of carcinoma in rhinophyma and because of the existence in this case of four 
primary cancers, including basal cell carcinoma of the lip and carcinoma of the larynx. The 
lesion in the right side of the neck, on which an aspiration biopsy’ was performed, was reported 
as cancerous cylindroma, and recently carcinoma of the bladder has been discovered. 


Seborrheic Keratosis. Presented by Dr. Joun P. Scutry. 


D. S., a white woman aged 25, presents a large “verrucous” pigmented plaque over the 
right lumbar region, which is said to have been present from birth. The lesion measures roughly 
5 by & cm. and has an irregular surface with hyperkeratotic scale and crypts. 

The report on the biopsy specimen, by Dr. Herbert Mescon, was as follows: These sections 
of skin revealed marked hyperkeratosis with minimal parakeratosis and moderate acanthosis 
which was somewhat basal cell in type. The rete pegs varied in thickness but extended to 
approximately the same depth into the upper corium. The general process appeared to be a very 
superficial one, and extended up from the basal layer rather than extending the basal layer down 
into the corium. There was some increased pigmentation of the basal and prickle zones, which 
accounted for the clinical appearance of the lesion. There was no evidence of malignancy or of 


intradermal cellular nevus in the sections examined, The pathologic diagnosis was seborrheic 


keratosis. 

The patient is presented for discussion as to pathologic diagnosis and for suggestions as to 
choice of therapy. 

DISCUSSION 

Dr. Meyer L. NrepetMAn: I think this is nevus verruciformis, which could easily be 
removed by electrodesiccation or electrocoagulation, 

Dr. Hersert Mescon: While histologically I diagnosed this as a seborrheic keratosis, after 
looking at the patient I feel that epithelial nevus might be a better diagnosis. It is a benign 
process and a hypertrophic epithelial one. 

Dr. Joun P. Scurry, Reading: Seborrheic keratosis is not usually considered a congenital 
nevoid growth, and I presented this case for comment on its histologic aspects. Is there any 
reason to believe that seborrheic verrucae are potentially nevi from the beginning and have a 
delayed onset from a congenital origin ? 

Dr. HerRMAN BeerRMAN: I cannot answer that question, but there are at least three processes 
with histologic findings of so-called seborrheic wart: seborrheic keratosis, dermatosis papulosa 
nigra, and this type of linear nevus. I do not believe they are related conditions. 


Dr. A. Strauss: I recommend trichloroacetic acid for this type of nevus. The result is much 
better, without scarring, than with electrodesiccation, 


Old ae inguinale. Presented by Dr. THappeus Monrcomery (by invitation) and Dr, Carmen C, 
HOMAS 

Psoriasis with Generalization Showing Improvement After Corticotropin (ACTH) Therapy. Presented by Dr. 
Carmen ©, THOMAS, 

Acute Disseminated Lupus Erythematosus. Presented by Dr. Benjamin Gross and (by invitation) Dr. Davin 
N. KREMER 

Leucoderma of the Hand Following Application of Adhesive Tape; of the Feet, Following Wearing of Rubber- 
ized Shoes (Ager-ite Alba). Presented by Dr. Carmen C. THomas, 

Generalized Neurofibromatosis. Presented by Dr. FE. Prerce 

Case for Diagnosis. Presented by Dr. Richarp Rerowicn. 

Actinodermatitis (Pr ted for Suggesti as to Management). Presented by Dr. Ricuarp Rerowicn, 

Kerion of the Scalp with “Id” of the Body and Generalized Lymphadenopathy. Presented by Dr. Carmen C. 
THOMAS. 

1, Perifolliculitis Capitis Abscedens et Suffodiens. 2. Keloid, Probably Secondary to Old Acne Keloid. Presented 
by Dr. E. Prerce. 

Erythema Multiforme Exudativum. Presented by Dr. Meyer L. NigDELMAN, 

Case for Diagnosis: Factitial? Lymphoblastoma? Presented by Dr. Joun W. Lenrz. 

Mycosis Fungoides (Premycotic Stage). Presented by Dr. Bernarp L. Kaun, 

Granuloma Inguinale. Presented by Dr. Carmen C. Tomas and Dr. Marjory K. Harpy. 

Multiple Gummata, Forehead and Thighs. Nose—Tertiary Syphilis? Presented by Dr. Carmen C. Tuomas. 
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William B. Cohen, M.D., President 


Bencel L. Schiff, M.D., Secretary 
Oct. 29, 1951 


Verrucous Elephantiasis of Lower Extremities with Papillomatosis. Presented by 

Dr. F. Roncuese, Providerice. 

A 71-year-old retired jeweler was seen in consultation in the medical service of the Rhode 
Island Hospital. He was admitted for possible cirrhosis of the liver and a cardiac disorder. His 
lower extremities were greatly swollen, and the skin was thick and verrucous. He stopped 
working 12 years ago because of the swelling of his legs. Thickening and roughness began 
five years ago, and the papillomatous lesions have developed in the last two or three years. 
On the lower extremities were several 2 by 3 by 5 cm. firm, pedunculated, papillomatous bunches. 


Verrucous elephantiasis of lower extremities with papillomatosis. 


There was no pain, but the lesions were annoying and the patient wanted them removed. One 
of them was excised in toto. The surgical wound healed in the usual time. Dr. Fanger reported 
the lesion to have a papillomatous structure, occasional fibroblasts, and a characteristic edematous 
fibroma. The diagnosis was fibroma molle. 


The patient was discharged with a diagnosis of chylous ascites. 


DISCUSSION 


Dr. Bencet L. Scuirr, Pawtucket: While lymphatic verrucous elephantiasis is fairly com- 


mon, the formation of large, multiple, firm pedunculated tumors is unusual. Perhaps it may be 
considered a variety of dermatofibroma protuberans. 


Pemphigus Vulgaris. Presented by Dr. Bencer L. Scutrr, Pawtucket. 

Eczema Fissum seu Rhagadiforme. Presented by Dr. Francesco Roncuese, Providence. 
Dermatitis Medicamentosa Due to Arsphenamine. Presented by De. Arruuk B. Keen, Providence. 
Fixed Drug Eruption. Presented by Dr. Vincent J. Ryan, Providence. 

Gumma. Presented by Dr. Francesco Roncuese, Providence. 

Generalized Trichophytosis. Presented by Dr. Bencet L. Scuirr, Pawtucket. 

Scieroderma. Presented by Dr. Francesco Roncuese, Providence. 
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William B. Cohen, M.D., President 
Bencel L. Schiff, M.D., Secretary 
Feb. 11, 1952 


Steatocystoma Multiplex. Presented by Dr. Bence. L. Scuirr, Pawtucket. 


A 55-year-old white woman acquired cutaneous tumors on her body at the age of 36. She 
had no subjective symptoms. The family history disclosed no similar condition in any other 
member of her family. Examination revealed numerous comedones on the anterior chest and 
back and innumerable cysts over the back, chest, pubic region, thighs, and forearms (Fig.). The 
palms and soles show no lesions. The cysts are doughy, fleshy, and yellowish, ranging from 


Steatocystoma multiplex of the back. 


1.5 to 2 em. in diameter. They are firm in consistency and painless on palpation. Aspiration of 
one of the cysts revealed syrupy odorless material. 


Steatocystoma Multiplex. Presented by Dk. FRANCESCO RONCHESE, Providence. 


A 32-year-old white man states that at the age of 17 a severe acne, of papulopustular type, 
with comedones, involving his face, neck, chest, back, thighs, buttocks, and forearms, developed. 
Two years later numerous cutaneous tumors appeared all over his body. These tumors increased 
in size, especially on the flexor surfaces of arms and legs, and became inflamed. Twenty tumors 
were removed from the flexor surfaces of his forearms; the remaining ones caused him no 


discomfort. Inquiries regarding other members of his famliy disclosed no evidence of any 
similar condition, Examination of his chest, back, face, neck, arms, and thighs revealed hundreds 
of minute, flesh-colored, doughy, nonsymptomatic cystic tumors, ranging from 10 to 20 mm. in 
diameter. Large lesions, measuring 4 to 6 em. in diameter, were located on the abdomen, right 
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crural region, and right cubital space. No lesions were found on the palms and soles. Aspiration 
of one of the tumors yielded a syrupy odorless substance. Biopsy findings were consistent with 
steatoma multiplex. 


Steatocystoma Multiplex? Calcified Fibromata? Presented by Dr. Bencet L. Scuire, 
Pawtucket. 

A 63-year-old man states that in 1921 he noticed cutaneous tumors on his left arm, forearm, 
and hand. The tumors increased in size but were asymptomatic. Examination revealed a cutane- 
ous mass 8 em. in diameter located on the left arm. The mass is hard and attached to the under- 
lying structures. The underlying skin is normal. When an attempt is made to move the mass, 
the patient experiences shock-like pain in his fingers. Two smaller and similar cutaneous masses 
are noted on the dorsum of the left hand and left anterior wrist. 


DISCUSSION ON PRECEDING THREE CASES 


Dr. Artuur B. Kern, Providence: We have been fortunate in seeing two patients with 
steatocystoma multiplex today, for this 1s an uncommon disorder. The third patient presented 
with this diagnosis in my opinion has some calcified lesions, the specific nature of which would 
have to be determined by microscopic examination. The first two, however, show the character 
istic features of steatocystoma multiplex. It might be pointed out that there are two different con 
cepts as to the nature of this disease. On the one hand, there is the theory recently set forth 
by Anderson (Anderson, D. S.: Sebocystomatosis, Brit. J. Dermat. 62:215 [May] 1950), that 
the disorder should be classified as a hamartoma, which is a congenital malformation or malposi- 
tion of tissue. This is in contradistinction to the second view, which maintains that the condition 
is produced by hyperkeratotic plugging of the pilosebaceous orifice, with resultant retention of 
sebum. 

Dr. Bence, L. Scuirr, Pawtucket: Serial sections were done on biopsy specimens from 
cases 1 and 2, revealing follicular plugging and communication between the cyst and skin surface 
This would confirm the findings of Ormsby and Finnerud (Ormsby, O. S., and Finnerud, C. W., 
Axrcu. Dermat. & SypnH. 22:822 [Nov.] 1930). In addition, a review of the cases presented 
shows that the cysts involving the palms and soles have never been reported. I subscribe to the 
theory that those cysts are retention cysts. The incidence of epitheliomatous changes in this 
dermatosis is very rare. The treatment of choice when the cysts are symptomatic is surgical 
excision. 

Parapsoriasis Guttata. Presented by Dr. Artuur B. Kern, Providence 

Parapsoriasis Guttata? Pityriasis Rosae? Presented by Dr. FRANCESCO RoNcuESE, Providence. 
Weber-Christian Disease. Presented by Dk. Bencet L.. Scuirr. Pawtucket. 

Roentgen Dermatitis with Epithelioma. resented by Dr. Francesco Roncuese, Providence 
Seborrheic Dermatitis? Lupus Erythematosus? Presented by De. Vincent J. RyAN, Providence. 


Actinica Dermatitis. Presented by Dr. Matcotm WINKLER, Providence 
Xanthoma Diabeticorum. Presented by De. WiInkter, Providence. 


William B. Cohen, M.D., President 


Bencel L. Schiff, M.D., Secretary 
May 12, 1952 


Granuloma Annulare in Identical Twins. Presented by Dr. Wuttam B. Conen, Provi- 
dence, and Dr. Bencer L. Scuirr, Pawtucket. 


Paula R., a 9-year-old white girl, was first seen at the skin outpatient department of the 
Memorial Hospital, Pawtucket, in August, 1951, complaining of a lesion located on the left 
wrist, of one month’s duration. She had atways been in good health. There was no incidence 
of tuberculosis in the family. Examination revealed cutaneous waxy papules, forming an almost 
complete circle, measuring 2.5 cm. in diameter, on the anterior aspect of the left wrist. The 
center was clear of lesions but showed some atrophy. A diagnosis of granuloma annulare was 
made, and x-ray therapy was given. 

Pamela R., identical twin sister of Paula, was seen in April, 1952, at the same clinic, com 


plaining of a lesion located on the left ankle, of two weeks’ duration. /xamination revealed a 
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typical lesion of granuloma annulare. It is to be noted that at the time that the second twin was 
examined the lesion was still present on the first twin. 

The urine was normal. Serological studies on the blood gave normal findings. X-rays of the 
chest revealed no abnormalities. Tuberculin tests performed in dilutions of 1: 10,000 and 1: 1,000 
produced no reaction. A biopsy was performed on each twin, and a diagnosis of granuloma 
annulare was reported in each case. 

DISCUSSION 


Dr. Artuur B. Kern, Providence: This is a most interesting presentation in that to my 
knowledge the simultaneous occurrence of granuloma annulare in twins has never before been 
reported. It is also of interest in that it may stimulate some theorizing concerning the clouded 
nature of this disease. Does the occurrence of granuloma annulare in twins indicate an infectious 
and contagious nature? Does it indicate some hereditary predisposition to the development of 
the disorder? It appears most unlikely that either of these conditions exists, since to my 
knowledge granuloma annulare does not appear to spread from one individual to another, nor 
is there any evidence from cases previously seen that it tends to occur in more than one member 
of a family. In conclusion, I believe that we must attribute the development of the disease in 
these twins to coincidence. 

Dr. Francesco Roncnese, Providence: I also have no recollection of reports of granuloma 
annulare in twins. Since little is known about this condition, it must be difficult to find an 
explanation of its occurrence in twins. 


Premycotic Mycosis Fungoides. Presented by Dr. Arruur B. Kern, Providence. 

Verruca Plana Juvenilis. Presented by Dr. William B. Cohen, Providence. 

Scleroderma. Presented by Dr. Cart S. Sawer, Providence. 

Scleroderma. Presented by Dr. MALcoLM WINKLER, Providence. 

Granuloma Annulare. Presented by Dr. FRANCESCO RoNcHESE, Providence. 

Alopecia Totalis Treated with Thyroid Extract. Presented by Dr. Bence L. Scuirr, Pawtucket. 
Discoid Lupus Erythematosus. Presented by Dr. Francesco Ronciiese, Providence. 


SAN FRANCISCO DERMATOLOGICAL SOCIETY 


Rees B. Rees, M.D., President 


Richard Pfaff, M.D., Vice President 
Max E. Krause, M.D., Secretary 
March 21, 1952 


Lichen Sclerosis et Atrophicus. Presented by Dr. H. L. Josern. 

A Case for Diagnosis: Lymphoblastoma? Spiegler-Fendt Sarcoid? Presented by Dr. C. J. Lunsrorp. 

A — for Diagnosis: Swelling of the Left Leg with Multiple Tumor Formation? Presented by Dr. FRANK K. 

AIGHT, 

Leprosy Indeterminate. Presented by Dr. Georce T. LENANAN. 

A Case for Diagnosis: Parapsoriasis Guttata? Telangiectasia Macularis Eruptiva Perstans? Telangiectatic 
Urticaria Pigmentosa of Adults? Presented by Dr. Frances A, Torrey and Dr. GiLperr A. Beirne (by 
invitation). 


April 18, 1952 


Tuberculid (Acrodermatitis Pustulosa Hiemalis). Presented by Dr. NorRMAN EpsTEIN. 


A. S., an American-born woman, aged 26, gives a history of recurring pustules on her fingers 
for the past seven years. On four occasions there had been a nodular eruption accompanying 
the pustular lesions. The nodules, occurring mainly on the front of the legs, were erythematous 
and slightly tender and healed in about two months without scar formation. Her mother died 
of tuberculosis when the patient was 2 years old. She had a violent tuberculin reaction on 
her right forearm when 18 years of age; the scar of this reaction is still present. A recent 
test with 0.02 mg. of tuberculin resulted in a 4+ reaction. General examination of the patient 


by an internist revealed no clinical evidence of tuberculosis. 

Examination of the skin shows small white atrophic scars on the elbows, knees, legs, and 
fingers. In addition, there are several indolent pustular lesions in varying stages of development 
along the sides of her fingers. 

Microscopic examination shows hyperkeratosis and regular acanthosis with parakeratosis 
in some areas. There is distortion of the collagen but no caseation or necrosis. The infiltrate 
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is diffuse and consists of mononuclear ceils, mainly lymphocytes, but a few polymorphonuclear 
cells are also present. There are no giant cells. Acid-fast stains show no acid-fast bacilli. 


DISCUSSION 


Dr. Ervin Epstein: The lesions in this case could be classified as erythema induratum. 
However, this is a disagreement in terminology rather than diagnosis 

Dr. NORMAN Epstein: Acrodermatitis pustulosa hiemalis is a fitting name for the type 
of tuberculid presented by this patient. It indicates the exacerbations that occur in winter 
and the pustular character of the lesions. The unusual feature in this case is the erythema- 
nodosum-like eruption which usually accompanies her attacks. They are on the front of her 
legs, and they never break down and ulcerate. She has an intense allergy to tuberculin, which 
js commonly present in this condition. She was exposed to tuberculosis at 2 years of age. The 
most logical treatment for this patient is tuberculin desensitization. There is no use giving 
a person like this streptomycin, as such therapy would not alter her state of tuberculin allergy. 


Chronic Discoid Lupus Erythematosus with Dissemination. Presented by Dr. WiLLIAM 
F. B. Harpine, Sacramento. 


K. H. E., an English-American man, aged 35, first noticed an eruption of the skin of the 
nose and adjacent cheek areas in September, 1948. It practically disappeared after cholecystec- 
tomy in 1949 but recurred in July, 1950. After treatment with intramuscular injections of a 
bismuth preparation and topical applications of solid carbon dioxide, there was partial involution 
of the lesions. In November, 1951, additional lesions appeared on the scalp, ear lobes, back, 
knees, and elbows, and the patient complained of stiffness, swelling, and soreness of the finger, 
knee, and ankle joints. 

After consultation with an internist, the patient was hospitalized Dec. 27, 1951, and corti- 
cotropin (ACTH) was administered. The dosage was 12.5 mg. every six hours. There was 
considerable subjective and objective improvement. Therapy was recently changed from 
corticotropin to cortisone, but a dosage of 150 mg. daily has failed to maintain a remission. 

The eruption involving the face, ears, scalp, knees, and elbows is characterized by dusky 
infiltrated scaling plaques. The lesions are more diffuse on the back and are more infiltrated 
and erythematous. 

The hemogram and urinalysis were normal in August, 1950. In December, 1951, the following 
results of laboratory tests were reported. Total and differential white blood cell counts were 
normal. The erythrocyte sedimentation rate was 25 mm. per hour (normal 0 to 8 mm. per hour). 
Nonprotein nitrogen was 32 mg. and urea nitrogen 15 mg., per 100 ce. The serum albumin was 
3.35 gm. (normal 4.6 to 6 gm. per 100 ce.) with the serum globulin 3.1 gm. (normal 1.2 to 2 
to 3 gm. per 100 cc.). The albumin-globulin ration was 1.08 to 1. Urinalysis revealed a trace of 
albumin. Bone marrow studies failed to reveal L.E. cells or phenomenon. A biopsy specimen 
showed changes consistent with the diagnosis of lupus erythematosus. 


DISCUSSION 

Dr. EvuGenrt Farser: This patient presents a clinical course which is of unusual interest. 
The comment is sometimes heard that the chronic discoid and disseminated forms of lupus 
erythematosus are two distinct and separate diseases resembling each other only superficially. 
At Stanford during the past year, we have seen two patients with chronic discoid lupus ery- 
thematosus of 10 years’ duration in whom dissemination occurred without any history of excessive 
exposure to sunshine or other possible precipitating circumstances. I believe that it would be 
a good plan if we all procured as a base-line study a urinalysis, serum protein determination, 


and white blood cell count on all patients with discoid lupus erythematosus. In this way, it 
might be possible to demonstrate whether these patients were systemically ill from the onset 
of their disease. 


Dr. NORMAN Epstein: I believe that the first signs of dissemination in patients with chronic 
discoid lupus erythematosus are an increase in the erythrocyte sedimentation rate and the 
appearance of lesions in somewhat unusual locations—the arms, back, etc—and symptoms of 
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casy fatigability. If, we accept the definitions of systemic involvement and dissemination as 
identical, then the chronic form becomes disseminated more commonly thar is thought. I agree 
that if dissemination is anticipated or diagnosed, supportive therapy and bed rest should be 
included in the management. 

Dr. Wittiam F. 2B. Harpinc: In this case, the problem of estimating prognosis has been 
a source of considerable anxiety. While the patient has been under observation for the chronic 
form, systemic symptoms and physical findings suggestive of the early acute disseminated variety 
have developed. I agree that he should be considered as a seriously ill patient and given 
supportive therapy, including bed rest. 


A Case for Diagnosis (Bromoderma Due to Methantheline Bromide [Banthine”?]). 
Presented by Dr. Ervin Epstein. 


Ii. F., a 55-year-old lumber yard worker, has been under treatment for peptic ulcer. He has 
taken methantheline bromide (banthine™) tablets continually since July, 1951. In Aug., 1951, 
he first noticed numerous pustular and crusted but relatively asymptomatic lesions on the 
lower parts of his legs. 

When first seen, on Oct. 22, 1951, there were multiple granulomatous lesions on his legs. 
These were crusted, ulcerated, and ecthymatous. Treatment has consisted of superficial roentgen 
irradiation, application of 5% ammoniated mercury ointment and of Alibour water, and the 
forcing of fluids and sodium chloride. Response to this therapy has been slow, but only a few 
new lesions have appeared since he was first seen. One week ago, enteric-coated tablets of 
sodium chloride in a daily dose of 4 gm. was added to the aforementioned measures. 


DISCUSSION 


Cor. Ropert Hicpon, Medical Corps, United States Army: I should like to suggest a 
diagnosis of reaction to insect bites. We have had two patients at Letterman Army Hospital 
whose clinical appearance was absolutely identical with that of this patient. One of these 
patients was presented before this Society approximately one year ago. A stained section of 
a typical nodule was also presented to show the extensive inflammatory reaction in the corium. 
Both patients were treated with applications of liquid nitrogen to the lesions, and this procedure 
caused a prompt cessation of pruritus and a rapid disappearance of the nodules. 

Dr. Kemp Downy: I should like to make a diagnosis of flea bites. The grouping is 
certainly similar to the characteristic grouping of flea bites, and we have all seen cases of 
flea bites with marked secondary infection. When the lesions have persisted for a long time, 
it is not unusual to see the building-up of considerable granulation tissue similar to the 
granulomatous lesions seen in this patient. 

Dr. Harry Atperson: I believe that this is a case of neurotic excoriations. The patient 
said that he constantly felt a stinging sensation, and the only thing which would relieve him was 
to dig into the lesions with his fingernails. Most of the lesions are very plainly gouged-out 
lesions. He also told me his scalp had been “full of ants,” which he had got rid of with his 
fingernails. He showed me the parietal areas where he had rubbed the scalp almost bald. 


Dr. Eopwarp RINGROSE: I agree with the two suggested diagnoses. I think that this man 
has had insect bites, and, with these as the initial stimulus, the nodular lesions developed in 
response to neurotic excoriation. Dr. Ebert, of Chicago, likes to point out that persons with 
neurotic excoriations have no gag reflex. I did not think to test him for this at the time I 
examined him and | would appreciate knowing whether he has a gag reflex. 

Dr. Ervin Epstein: This patient may or may not have insect bites. He is the third patient 
in the past few months who has been taking methantheline bromide. This drug, of course, is a 
bromide. One internist told me he has had a case of “bromide psychosis” following methantheline 
therapy. When the lesions on this patient were first seen, their appearance was quite different 
from that tonight. The lesions were granulomatous and pustular, and I think that most of us 


seeing the condition at that time would have called the eruption a bromoderma. In the last 
week, since the patient has been taking 4 gm. of sodium chloride a day, there has been a 
distinct improvement. The diagnosis of bromoderma is not established in this case, but it is a 


definite and interesting possibility. 
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Hematogenous Cutaneous Tuberculosis; Lupus Miliaris Disseminatus Papulonecrotic 
Tuberculid (Folliclis) of the Axillae. Presented by Dr. B. F. Ryan. 


I. H., a middle-aged woman, first noticed a “few white pimples’ on her eyelids about 
November, 1950. These lesions gradually increased in number over a period of two to three 
months. About January, 1951, there developed numerous similar, discrete, pale red to brown, 
nodular, and questionably cystic lesions in both axillae. 

The first examination, on Dec. 15, 1950, revealed multiple, discrete, nonsymptomatic, color- 
less to red-brown, nodular lesions on the eyelids and about the mouth. Several lesions presented 
the so-called apple-jelly brown color. Subsequent examinations revealed the axillary lesions, 
which first appeared as discrete, red-brown, lentil-sized nodules and later became superficially 
crusted and pustular. 

Roentgenological examination showed evidence of old chronic pulmonary tuberculosis in the 
apex of the right lung. Sputum examinations were negative for acid-fast bacilli. Punch biopsy 
specimens were obtained from both facial and axillary lesions. Results of tuberculin tests with 
first and second strength purified protein derivative were negative. 

Microscopic examination of the eyelid lesions revealed subcutaneous epithelioid tubercles with 
many giant cells and caseation necrosis. Examination of the axillary lesion revealed centrally and 
superficially ulcerated epithelioid tubercles with marked caseation necrosis and secondary infec- 
tion with a purulent acute inflammatory infiltrate (many polymorphonuclear leucocytes ). 

Very gradual involution of the facial lesions has taken place during the past eight months. 
The axillary lesions did not change materially during this period, except for the pustular 
element which was present two months ago and which promptly responded to a course of 
penicillin. Treatment has also included pneumoperitoneum, maintained up to this time, as well as 
a prolonged course of both dihydrostreptomycin and paraaminosalicylic acid. Use of these 
drugs were started on Jan. 24, 1951, and continued for four months, in doses of 1 gm. of 
dihydrostreptomycin two to three times weekly and 12 gm. of paraaminosalicylic acid daily. 
At no time did the treatment appear to have any influence upon the course of the disease. 


DISCUSSION 

Dr. Harry ALpeRSON: The patient has a number of typical milia on the eyelids which do 
not in any way resemble tuberculids. This may be due to an individual variation in skin 
response. We know that various eruptions of the skin involving sebaceous glands will show 
histological changes suggestive of tuberculosis. The patient’s axillary lesions are very suggestive 
of apocrine sweat gland disturbance. The patient has one lesion tonight which is rather large 
and inflamed, but she is unable to associate variations in the severity of the process with her 
menstrual periods. I think this is worth considering. 

Dr. B. F. Ryan: Although the roentgen films of the chest reveal evidence of an old 
fibrotic tuberculous process in one apex, repeated examinations of the sputum for acid-fast 
bacilli were negative. I thought the histologic changes in both the axillary and the periorbital 
lesions were characteristic of a tuberculous process. A more interesting fact to me in this case 


is the complete lack of improvement following a prolonged course of treatment with dihydro- 


streptomycin and paraaminosalicylic acid. 


Leprosy, Tuberculoid Type. Presented by Cor. Roper? S. Hicpon, Medical Corps, United 
States Army. 

V. C., a 28-year-old Filipino woman, first came to the United States in January, 1951. She 
had always lived in Manila up to that time. To the best of her knowledge, none of her 
acquaintances or members of her family have or have had leprosy. She had never had any 
skin disorders prior to early June, 1951, at which time a diffuse, macular eruption appeared 
on the entire extensor surface of her left forearm. The affected area is rather well demarcated 
and shows varying hues, ranging from dusky-red to light brown. She has noted transient 
subjective dysesthesia, although there are no objective findings. She is eight months pregnant 
at the present time and has a child 16 months old. 
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Histologic examination disclosed the characteristic findings of tuberculoid leprosy. No 
acid-fast bacilli were demonstrable in histologic sections or in repeated nasal scrapings. The 
result of the lepromin test was positive. 

Sulfoxone (diasone®) sodium (Abbott’s) in doses of 0.33 gm. daily was prescribed one week 
agyu. 

DISCUSSION 

Dr. Paut Fasat: This is a typical case of tuberculoid leprosy, although of a type not 
mentioned enough in our textbooks. This patient presents an infiltration involving practically 
the entire forearm. The diagnosis is rather difficult to prove, as some pathologists will make 
a diagnosis of leprosy only if they are able to demonstrate bacilli. However, this would always 
exclude the tuberculoid type. In this case the histopathologic picture is characteristic. There 
is a sarcoid-like arrangement of epithelioid cells surrounded by lymphocytes. This infiltrate 
reaches up to the epidermis, and there is no free zone between granuloma and epidermis as seen 
in lepromatous leprosy. There are no so-called lJepra or Virchow cells. Sulfoxone has been 
suggested for treatment. It is effective and generally well tolerated. However, I should like 
to stress that, in tuberculoid leprosy, we often see spontaneous remissions, and therefore, it is 
rather difficult to judge the effects of treatment. As this woman has tuberculoid leprosy, as 
confirmed by clinical and histopathologic examination, positive lepromin test, and lack of 
bacilli in nasal scrapings, I strongly feel that there is no reason why she should be separated from 
her baby after its birth. Statistics have shown that no cases of leprosy could be traced to a 
case of tuberculoid leprosy. 

This case demonstrates the proper procedure to be followed in completely evaluating a case 
of leprosy before submitting any reports to health authorities. It was handled with the least 
possible psychic trauma to the patient but in conformity with all regulations. The patient did 
not have to be submitted to the medieval hardships of isolation for a noncontagious condition. 


Lichen Fibromucinoidosis (Lichen Myxedematosis). Presented by Dr. Paut M. Cross- 
LAND (by invitation), from the service of Dr. Eugene M. Farber, Stanford University 
School of Medicine. 


H. S., a 63-year-old woman, was previously presented at this society seven months ago 
with a diagnosis of papular scleroderma. Further studies, however, have shown abnormal 
amounts of a mucin-like substance deposited in the skin. 

For the past four years this woman has complained of intermittent blanching and frequent 
tingling sensations of her fingers. Two years ago, she first noticed an erythematous papular 
eruption and some thickening of the skin on both wrists. This eruption gradually spread to her 
hands, fingers, arms, and chest. Within the past six months, it has involved her face, neck, and 
ears to such an extent she is unable to completely open her mouth or to extend her tongue. 
The course of her disease has been progressive and punctuated by acute exacerbations of 
erythema, thickening of the skin, and the appearance of small discrete papules. There has been a 
gradual increase in her muscular weakness. Her past history is irrelevant. 

There is a diffuse pigmentation and thickening of the skin and a generalized eruption of small, 
discrete, lichenoid papules measuring 0.5 to 2 mm. in diameter. These changes are most marked 
in the more recently involved erythematous areas around the mouth, ears, and forehead. Although 
the skin of the forearms, neck, and trunk has softened, the discrete papular eruption has per- 
sisted and is most prominent distal to the elbows. The skin over the fingers is taut and firm 
and restricts flexion, There is some atrophy of the interosseous muscles. Raynaud's phenomena 
are present, 

The results of the urinalysis and hemogram studies were normal. Blood chemistry exami- 
nations including sugar, chlorides, serum, proteins, sodium, potassium, and cholesterol were 
within normal limits. Urinary creatine and creatinine were normal, The basal metabolic values 
ranged from +3 to —11%. The result of the Congo red intradermal test for amyloid was 
negative. The esophagram showed no shortening and only slight relaxation and dilatation of 
the esophagus. Roentgenograms of her chest and hands showed no abnormalities. 


Repeated biopsies of sections of the skin show a fibroplastic proliferation confined to the 


upper cutis in the area of the papules. Some sections show these numerous young fibroblasts 
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diffusely scattered throughout the entire cutis. Mucicarmine stains show a mucin-like substance 
deposited in the above areas of fibroplastic proliferation. 

Vitamin De and desiccated thyroid were without effect. There was slight improvement during 
a four week period on cortisone, but she also suffered an acute exacerbation while taking the 
drug. She was then given corticotropin (ACTH) intravenously and has shown some fading 
of the eruption during the past three weeks. Corticotropin was discontinued four days ago. 


DISCUSSION 

Dr. Joun B. Frericus: Has an acid mucopolysaccharide stain been done on this material ? 
I would have a feeling of dissatisfaction in that a concentrated and intensified mucicarmine stain 
is required to stain this material, whereas with myxedema of any semiorthodox sort such should 
not be the case. 

Dr. Kemp Downy: What were the histopathologic findings at the previous presentation 
of this case? Were the pathologic changes those of scleroderma? 

Dr. EvuGene Farner: We were very reluctant to change our diagnosis in this case, for 
from the clinical standpoint it is papular scleroderma. However, it was difficult to correlate 
the pathologic picture with such a diagnosis. With the additional evidence of the mucicarmine 
stains, I believe we probably have arrived at the proper diagnosis. 

Dr. Paut Crossianp: We are indebted to Dr. H. Montgomery for his work on this unusual 


condition. It is his opinion that lichen myxedematosis (lichen fibromucinoidosis) is a disease 


entity quite apart from scleroderma and the usual myxedema. It has previously been reported 


under such titles as “Generalized Localized Myxedema” (Arcu. Dermat. & SypH. 442689, 
1941), “Papular Scleroderma” (Arcu. Dermar & Sypu. 35:919, 1937) and others. Raynaud's 
phenomena and acrosclerosis have been present in several of the other cases without the 
development of ulceration of the fingertips even though the disease has persisted for many 
years. In brief, the pathology consists of discrete deposits of mucin distinet papules in the 
upper part of the cutis. The mucicarmine stain shows fine thread-like deposits of mucin in 
association with the fibrils of young proliferating fibroblasts. In answer to Dr. Dowdy, there 
has never been any thickening or homogenization of the scleroderma that is present in this 
disease. Histochemical studies reveal mucinous material, some of which can be removed with 
hyaluronidase, but metachromatic granules still remain in the immature fibroblasts and their 
fibrils. In reply to Dr. Frerichs’ question, Hotehkiss-MeManus stains for acid mucopoly- 
saccharides do not show definite deposits in these cases. 

Regarding the terminology of this disease, Dr. Montgomery prefers the term “lichen 
myxedematosis.” However, this name has the fault of suggesting some thyroid disturbance. 
3asal metabolic rates and iodine-uptake studies show no evidence of thyroid dysfunction. Dr. 
Lorinez, of Chicago, has suggested the term “lichen fibromucinoidosis,” which seems to describe 
more accurately the condition as we know it now, in that it implies a mucinoid or mucin-like 
substance in association with the proliferating tibroblasts, resulting in a papular eruption. 


Urticaria Pigmentosa. Presented by Carr. Joun P. BriskE, Medical Corps, United States 
Army (by invitation). 


B. D., an 8-month-old boy, was first noted to have an eruption of the scalp and upper back 
in November, 1951. Since the onset, there has been gradual extension to include all portions of 
the body. The family history was noncontributory. 

The lesions are 3 to 10 mm. macules and papules, some of which are ovoid and yellowish- 
brown. There is an erythematous halo surrounding some lesions. The general health of the 
patient is excellent. 

Histologic examination of a specimen taken for biopsy disclosed the features of urticaria 
pigmentosa 

DISCUSSION 
Dr. Kempe Downy: Grossly, some of the lesions are suggestive of xanthomas. The histologic 


picture seems to differentiate the condition, however. 
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Cor. Ronert S. Hicpon, Medical Corps, United States Ar:ny: When this child was first 
examined, the possibility of a xanthomatous process was considered. However, urtication was 
apparent after rubbing. I agree with the diagnosis of urticaria pigmentosa. 

Dr. EuGene Farner: A newer concept on urticaria pigmentosa has recently been elaborated 
upon in the A. M. A. Arcuives or DERMATOLOGY AND SYPHILOLOGY. On the basis of an autopsy 
done on a baby it was reported that urticaria pigmentosa is a systemic disease. If we had an 
opportunity to examine other organs besides the skin in this child, we might find many mast 
cells in the liver, in the spleen, in the bone marrow, in the muscles, and in most of the organs 
of lymphoid nature. 

Dr. GeEorRGE WitLson: One thing interesting about these cases is the classic cell that 
appears here. The mast cell is very characteristic, and I think it permits one to make a certain 
diagnosis. While the case presented represents clinically perhaps a case of nevoxanthoendo- 
thelioma or of one of the tumors of the xanthoma groups, certainly the histologic picture 
doesn’t bear it out and even in the sections stained for fat one will see that there is probably 
no fat there. The mast cell is a rather unusual cell. It doesn’t occur too commonly, and we 
don’t know too much about it. 

I reviewed the literature and ran across some interesting things. One is that Bloom, of Long 
Island College, has found that certain animals have mast cell tumors quite commonly. The dog 


is one of these and excision of these tumors reveals practically a pure mass of the mast cells, 


some of which vary in degree from mature to almost anaplastic cells. The mature cells in these 
cases are typical of those we see in the mast cells of the human being. The metachromatic 
granules are quite large and stain metachromatically with the polychrome methylene blue and the 
Giemsa stain; incidentally, with the Schiff stain, the granules stain fairly bright red, a reaction 
which isn’t in agreement with their polysaccharide structure. The rest of the tissue, including the 
nucleus and cytoplasm of the cells, stain a faint pink. Mast cells were cultured from different 
types of animals, and they grew quite well. It was felt that these mast cells were very similar 
to those we see in the human being. Further, some work has been done to determine just 
what these metachromatic granules are in these cells, and by a histochemical method it was 
demonstrated that heparin is present in great quantities in these tumors, made up of these adult 
mast cells. These granules were found, for example, in normal dog liver, which is rich in 
heparin, and their presence was probably due to the number of mast cells in the capsule and 
also in the liver itself. In these tumors it was found that in the adult type of mast cells the 
amount of heparin was about 50% greater than that in an equal weight of liver tissue. In the 
anaplastic forms which when stained show fine gray specks instead of the large metachromatic 
granules, there was only about 1.7 times as much heparin as in the normal dog liver. I mention 
this because we were seeking to explain urtication of these lesions. It is true that the lesions 
do not urticate in all cases, but here has been shown the definite relationship of heparin and some 
of the histamine-like substances. In dogs with these tumors, there is a large amount of heparin 
in the blood stream, which can be demonstrated by biological methods. We wonder why there 
is no decrease in the coagulation of the blood in persons who have urticaria pigmentosa. It is 
also true that these dogs do not have a bleeding tendency. The effect of heparin on the bleeding 
tendency is not well known; it affects the thrombin formation in some manner, probably because 
the heparin combines with the protein in the blood stream and the serum itself. 

As Dr. Farber mentioned, in the postmortem study of one case, the child was found to have 
mast cells in practically all the reticuloendothelial organs. It has been shown that mast cells 
have also been found in bone marrow in certain other diseases. Mast cells are rare in normal 
marrow, but in patients with marrow depression, such as aplastic anemia and in patients with 
chronic lymphatic leukemia, there are many mast cells in the marrow. We wonder perhaps if 
this is a systemic disease, and perhaps we are on the threshold of discovering some important 
facts about this unusual condition. 
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ELECTRON MICROGRAPH 
drawing of spirochetes (X18,720). 
Ring-form organisms occur 
following exposure to an 
antagonistic agent, 


In Syphilis... 


...the Product of Choice is 


PENICILLIN 


‘Penicillin alone far surpasses any previously used antisyphilitic remedy 
when appraised from the therapeutic, economic, technical, toxicity rate, 
or prophylactic aspects. And most important, its high index of therapeutic 
accomplishments is enhanced by the simplicity of administration and its 
availability.” 

Curtis, A.C., Kitchen, D.K., O'Leary, P.A., Rattner, H., Rein,C.R., Schoch, A.G., Shaffer, L.W., and Wile, U.J.: 
Penicillin Treatment of Syphilis, J. 4. M. A, 145; 1223-1226, April 21, 1951 


Merck Penicillin Products 


A complete line of soluble and repository Penicillin Products 
is available under the Merck Label 


MERCK & CO., INC. 
Research and Production 


for the Nation’s Health \ RAHWAY, NEW JERSEY 
© Merck & Co, Ine In Canada: MERCK & CO. Limited -Montreal 
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ISO-PAR 


Bactericidal Anesthetic 


Fungicidal (Coparaffinate ) Stimulating 
OINTMENT 


New and Nonoflicial Remedies, 1952: 44 


indicated in 


OTITIS EXTERNA 


Archives of Otolaryngology, Sept., 1952: 241-249 
The Eye, Ear, Nose and Throat Monthly, April, 1950: 200-203 
Bulletin of the Johns Hopkins Hospital, Sept., 1948: 225-228 
Archives of Otolaryngology, March, 1947: 294-297 


Available at pharmacies. Supplied in 1 Ib., %4 Ib., 1 oz. and 1% oz. jars. 


Samples upon request 


Medical Chemicals, Inc., 406 E. Water St., Baltimore 2, Md. 


FORMULA 


Myristic and lauric acids sa- 
ponified with polyamine alkali 
to a low pH(8), with neutral- 
ized polycarboxylic acid, en- 
riched with lanolin esters, 
given extraordinary solvency 
with propylene glycol. 
Vegetable or mineral tars may 
be added in desired percentage. 
Removes ointments and medi- 
cations gently but thoroughly. 
High foaming, extremely eco- 
nomical in use, tolerated by 
scalps which shed epithelium 
from overstrong detergents. 


ETHIX CORPORATION 

| : 38-31 Crescent St., Long Island City 1, N. Y. 

RETAIL Send 1 oz. sample bottles of ETHIX FORMULA 
Shampoo to: 


: 
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‘Pleasinjly and efficiently 
servin?, patient and physician 
durin, all seasons 


SUPERFATTED 
BASIS’ SOAP 


*Trade mark 


For dry sensitive skin 


Available at Prescription Pharmacies 


LABORATORIES, INC 


STAMFORD, U. S.A 


* THOSE SEX Series of Five Modern Booklets 
acter training and accurate 
answers to first sex questions by Thurman B. Rice, M.D. 
are fundamental. 

* THE STORY OF LIFE Written by Dr. Rice, physician, 


For boys and girls, ten years public health official, teacher and 
of age, telling them how the ; 
young come to plants, ani- father. Frank, but not sensa- 


mals, and human parents. 


* IN TRAINING 

For boys of high school age, 
interpreting their adolescent principles are maintained. These 
development in terms of ath 
letic and other achievements. 

* HOW LIFE GOES ON parents, then given children 
For girls of high school age. according to age. Attractively 
Their role as mothers of the 
men of tomorrow printed. 
* THE AGE OF ROMANCE —— ——— . 
For young men and women, 25¢ each. Complete set of five in special filing case, $1.25. 


dealing with the problem as Heavy paper covers. Illustrated 
a unit for both sexes AMERICAN MEDICAL ASSOCIATION, 535 N. Dearborn, Chicago 10 


tional. Progressive viewpoints 
stressed, while fundamental 


pamphlets may first be read by | 
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REAM OF SOAP (red label) the 
C colloidal skin cleanser is mild and 
gentle, cleans without offense. It cleans 
by adsorption without hydrolizing or 
the release of free alkali. Massaged 
lightly on the unwetted skin, then rinsed 
with luke-warm water, it cleans without 
excessive degreasing action or drying; 
leaves the skin comfortable. It has 
been found of value in the management 
of sensitive skins with normal or excess 
oiliness, and as an adjunct to treatment. 


A full sized jar for your personal 


use gladly sent on request. 
Four ounce jar $1.50 


PERSONAL LUXURIES, INC., Newtown, Penna. 


Limited Edition Ready March 1953 


NOTABLE CONTRIBUTORS to the 
KNOWLEDGE OF DERMATOLOGY 


By Herman Goodman, M.D. 


A recital of 5000 years of progress in Dermatology with pertinent references to basic 
sciences. Complete with biographical data covering approximately 1200 persons, 
departed, or if living, more than 70 years of age. 


A BOOK FOR YOUR PLEASURE AND PROFIT! 


Limited Printing—Avoid Disappointment—Order Now! 


ORDER FORM 


Medical Lay Press 
18 E. 89 St., Dept. ADS 
New York City 28, N. Y., USA 


Enclosed please find my check for ten dollars. | expect a copy of NOTABLE CONTRIBUTORS TO THE 


KNOWLEDGE OF DERMATOLOGY about March 1953. I retain the privilege of returning the book within 
ten days of its receipt if unsatisfactory for any reason. 
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* SOAPLESS 
DETERGENT 


cleanser— 


for the hands and soalp 


Maintains the acid coat and removes all adherent coatings of 
foreign particles. Aliphatic ester pH6.8, which is slightly acid. 


Does not contain any free fatty acids or alkalis. 

Recommended for use in cases where soap has a tendency to 
cause dermatitis or aggravate skin disorders . .. does not form 
the precipitation of calcium soaps. 

Tersus has been clinically tested by dermatologists and is con- 
sidered to be comparatively free from irritating qualities. 


Write for sample and literature AD 1-53 


DOAK COMPANY, INC. 


CLEVELAND, OHIO 


Child 
Health 


Bad Habits in Good Babies. Herman M. Jahr. 16 pages. 
15 cents. 


What Does Your Baby Put in His Mouth? Chevalier 
Jackson and Chevalier L. Jackson. Tells how to pre- 
vent accidents from choking and what to do if they 
happen. 24 pages. 15 cents. 


Keeping Your Baby Well. 22 pages. 15 cents. 


The Case of the Crying Baby. Herman M. Jahr. 4 pages. 
15 cents. 


What to Do About Thumb Sucking. William I. Fishbein. 
6 pages. 15 cents. 


Lefthandedness. Paul Popenoe. 8 pages. 15 cents. 


Adoption. W. Allison Davis and Theo Carlson. An 
understanding discussion of the best ways to adopt 
children and rear them. 12 pages. 15 cents. 


Protecting Your Child from Allergy. William Gayle 
Roberts. 8 pages. 15 cents. 


The Facts About Sex. Audrey McKeever. 16 pages. 
15 cents, 


Please remit with order 


AMERICAN MEDICAL ASSOCIATION 
535 N. Dearborn St. © Chicago 10 


Close-up of Eye 
Taken with New 
Exakta 
Camera 


t 


New Model With Pre-Set 
Diaphragm Control 


EXAKTA “VX” 


35mm Single Lens Reflex Camera 
For Parallax-Free Dermatological 
Photography 


The Exakta, with instantly interchangeable lenses, is 
widely used by dermatologists for every type of medical 
and research photography. Its unique through-the-lens 
viewing system assures absolutely correct ‘‘on-the-sub- 
ject” photographs, in extreme close-ups or through the 
microscope. In addition, this world famous medical 
camera is regularly used for preliminary, developmental, 
and end result pictures of patients; for copying X-Rays; 
and for making color transparencies—a necessity for 
recording and lecturing. 


With 2.8 Zeiss Tessar ‘’T’’ Coated Lens 
with Pre-Set Diaphragm 

Penta-Prism Eye Level Reflex Viewfinder 

Extension Tube Set. . 

Microscope Adapter . 


Write Dept. 800 for free descriptwe booklet “H’ on 
camera and accessories and brochure on close-up tech 
nique with the Laakta. 


EXAKTA CAMERA CO., 46 W. 29th St., N.Y. 1, N.Y. 
Exclusive Sales and Service Organiaation in the 
U.S.A. for Thagee Camera Works, Germany 
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Soapless Detergent 

As clicient cleanset to: 
Matai skin and scalp. “ged 
all adherent cost? 
Foreign particles 
SOAK COMPANY, INC 
CLEVELAND 
ag 

= 
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$269.50 
50.00 

24.00 
29.50 


For a 
clean 


HAVE undoubtedly told 
many of your patients that 
a clean scalp is as important as 
clean hands...that a healthy 
scalp has much to do with a 
healthy skin, particularly the 
skin of the face. 


Perhaps you have recom- 
mended the use of Packers Tar 
Soap. Asa gentle, pleasant and 
dependable cleansing agent for 
the scalp and hair, Packers has 
won the approval of many 
dermatologists. 


Packers also offers the ad- 
vantage of economy. Shampoos 
with this famous cake soap 
average less than a penny— 
about one-fourth the cost of 
bottled shampoos. 


PACKERS TAR SOAP, INC. 


MYSTIC, CONNECTICUT 


for removing superficial skin 
growths safely and simply 
with minimal pain and scarring 


The theoretical advantages of cryotherapy for 
removing warts, moles, angiomas, soft corns, 
keloids, etc., are well established.* But the practical 
problem of obtaining and applying dry ice has 
largely precluded its use in every-day office practice. 

With the KIDDE DRY ICE APPARATUS, it takes 
only 15 seconds to make a dry ice pencil in a 
convenient, self-insulating plastic applicator which 
permits precise application to lesions without 
damage to surrounding healthy tissue. Applicators 
are furnished in three diameters for treating 
lesions of various sizes, and small cartridges of 
carbon dioxide produce enough “snow” for 
one treatment at a cost of about ten cents each. 


Ask your surgical supply dealer to demonstrate the KIDDE DRY ICE 
APPARATUS — you'll be impressed with its simplicity and efficiency - 


| or write for descriptive literature 
| and reprints on cryotherapy to 


MANUFACTURING COMPANY, Bloomfield, New Jersey 


AMA 1186296 1942 


KIDOE, TRADEMARK REG US PAT OFF 
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MAGNOCULAR 


... A Perfect Magnifying Spectacle 


Dermatologists thruout the country are 
using this fine loupe because they get all the 
magnification necessary for precise operation 
or observation while both hands are free. 


This loupe is designed on telescopic prin- 
ciples. It has an objective and an ocular which 
guarantees an absolute minimum of distortion 
with a magnification of two times. The large 
objective lens gives an unusually large flat field 
of view. No hunching over the target is neces- 
sary as the Magnocular is designed to give 
sharp focus at normal reading distance. No 
single or binocular loupe can achieve the re- 
markable clarity and size of field of this fine 
specially designed French spectacle loupe. 


The Magnocular can be worn over reading 
spectacles. Also, Rx model has an additional 
frame in which the wearer's own reading 
prescription lenses can be inserted. In either 
case the reading prescription becomes an in- 
tegral part of the Magnocular. 


May be returned for credit within one week after 
delivery. 

LIST PRICE 

Standard 

Rx Model 


ARMCO MERCANTILE CO. 
221 N. LASALLEST. CHICAGO 1, ILL. 
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NOW 
COUNCIL ACCEPTED 


DOME-PASTE 
BANDAGE 


A 4& inch by 10 yard IMPROVED 
Unna’s Paste Boot 


READY FOR IMMEDIATE USE 


NO PRELIMINARY HEATING 
REQUIRED 


EASILY APPLIED 


Remains fresh and soft indefinitely, 
because it is packed in a special 


airtight container. 


Indicated for the effective 


treatment of 


VARICOSE ULCERS 


DOME CHEMICALS INC. 
109 West 64th Street New York 23, N. Y. 
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‘cosmeTic 
VEHICLE 
DRYING LOTION 


MARCELLE FOUNDATION LOTION 
FOR OILY SKIN, in three different 
shades, is an excellent cosmetic vehi- 
cle for sulfur, resorcinol and other 
medicaments. Used alone, it is an 
effective drying lotion with astringent 
and protective properties...and en- 
tirely free from oils, fats and waxes. 


The morale of acne patients is greatly 
improved with Marcelle Foundation 
Lotion for Oily Skin. The delicate mat 
finish camouflages cutaneous blem- 
ishes and remains flawless for hours. 
The choice of three shades — light, 
medium and dark—assures accurate 
blending with the skin coloring. Avail- 
able in 2 oz. bottles. Write for pro- 
fessional samples. 


The first line of cosmetics accepted 
by the Committee on Cosmetics of 
the A.M.A. 


MARCELLE COSMETICS, INC. 


1741 North Western Ave. 


Chicago 47, Illinois 
HYPO ALLERGENIC 


COSMETICS FOR 
SENSITIVE AND ALLERGENIC SKINS 


CROLEUM 


 Suspensoid vehicle 


What itis... 


CROLEUM SUSPENSOID VEHICLE is a colloidal 
emulsion used to compound topical applicant pre- 
scriptions and as a non-irritating dermal emollient 
without added medication. It has the following 
characteristics: 


Creamy, opaque, white semi-fluid—flows read- 
ily. Dispersible in water or aqueous body exu- 
dates. Spreads instantly on wet or dry treated 
areas, Non-irritating, non-staining, non-drying. 
Penetrates actively into tiny dermal crevices. 
Easy to apply—pour, swab, spread or spray. 
Excellent dermal emollient and massage lubri- 
cant. Compatible with most used topical drugs. 
Forms no impenetrable grease films. Pleasant 
odor, pH 6.6-6.8 


What it is For... 


CROLEUM Vehicle is an excellent base in which 
to compound prescribed topical drugs. Pour de- 
sired quantity of CROLEUM Vehicle into glass or 
porcelain mortar and blend in the prescribed 
medications with pestle (non-metallic). CROLEUM 
Vehicle will dissolve aqueous or oil soluble drugs. 
Insoluble drugs or amounts ip excess of satura- 
tion level will remain suspended in the carrier 
over wide temperature variations. 


CROLEUM Vehicle without added medication is 
an excellent non-irritating, low cost, dermal 
emollient and detergent. It finds many hospital 
uses as an effective massage lubricant, skin 
cleanser and general purpose skin lotion. Dilute 
with distilled water if thinner consistency is 
desired. 


How Administered .. . 


CROLEUM is non-drying and flows readily. Apply 
to skin with spray, swab or sponge—flow it on— 
spread with sterile tongue blade--or dilute with 
sterile distilled water (50°)) and spray. Use also 
as a wet dressing or pack. Dressings will seldom 
adhere to CROLEUM treated surfaces. 


What It Does... 


While this is determined by the added medica- 
ment and its strength, CROLEUM prepared pre- 
scriptions of low drug concentration may produce 
therapeutic results not surpassed by larger 
amounts in ordinary grease bases. No grease films 
are formed, CROLEUM with added medication 
actively penetrates incrustations and small der- 
mal crevices and thus provides intimate medica- 
tion contact in otherwise inaccessible places. 


14 Years of Successful Use 


Chester-Kent, Inc. 
100 S. Wabasha, St. Paul 1, Minn. 
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But, Doctor, I thought 


I did get my face clean! 


Je) ll too often this statement is heard from women who take 

AMS r,) great pains about applying their make-up, but remove it 
with far less care. In time, this careless cleansing will 
leave its mark on their complexions. Fortunately, more 
and more women—-some of whom may have sought your advice 
—are learning that a proper twice-a-day cleansing with 
plenty of water and mild soap is the basis of true beauty 
care. Camay, The Soap of Beautiful Women, 
is a mild, gentle soap made specifically 
for just such beauty care. Mild. as Camay 
is, it does a thorough job of cleansing. 
It has been tested under controlled 
clinical conditions by a group of 
dermatologists. These experts supervised 
tests in which Camay was used for 
regular cleansing on the complexions of Camay 
more than a hundred women. The tests The Soap of 
showed that—in almost every case Beautiful Women 
changing to regular care with Camay proved 
beneficial, and these dermatologists concluded: 


“Camay ts really mild... it cleansed without irritation.” 
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to minimize Sensitivity 
Almay Hypo-allergenic Preparations 
are cosmetically elegant beauty aids 
for all types of skins, even the 

most sensitive. 


ALMAY LIPSTICK 

—creamy, virtually non-irritating and 
non-drying, with “Stay-Tru” indelibility. 

In nine shades, with indelible dye 

scented or unscented. Also for those 
supersensitive to even ultra-purified 


indelible dye, Almay has a splendid 
non-indelible lipstick, unscented only. 


ALMAY FACE POWDER 


~—aniline dye-free . . . super-milled for 
unusual depth and diffusion of color. 
In five rose hues and companion 
rachel tones. 


ae Hypo-allergenic Cosmetics 
Dermatological Specialties 


— 


pivision oF Schieffelin & Co. 
28 COOPER SQUARE, NEW YORK 3, N. Y. 


Write for booklet “Cosmetic Sensitivity” 
and Almay Clinical Testing Materials 
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